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CLAIMS 



1. Use of a compound of general formula I 
rA 




I 



wherein 



Ri, R 2 , R 3 and R4 are the same or different and independently selected from the group 
consisting of hydrogen, halogen, trihalomethyl, C^-alkyl, C 2 . 12 -alkenyl, C 4 . 12 - 
alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, hydroxy, carboxy, formyl, aryl, heteroaryl, 
carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, -OR 10 , - ' 
C(O)R 10 , -C(O)OR 10 , OC(O)R 10 , -NR 10 Rn, -C(O)NR 10 R u , -NHC(O)R 10 , -SR 10 , -S(O)R 10 , - 
S(O) 2 R 10 , -S(O) 2 NR 10Rll and -S(O)OR 10 , wherein R 10 and R u are the same or different 
and independently selected from the group consisting of hydrogen, C^-alkyl, C 2 . 12 - 
alkenyl, C 4 . 12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl 
and heterocyclyl, or wherein R 10 and R n , together with the nitrogen atom to which they 
are attached form a heterocyclic or heteroaryl ring, each of CWalkyl, C 2 . 12 -alkenyl, C 4 . 
12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl and 
heterocyclyl being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, halogen, trihalomethyl, Cl . 
e-alkyl, C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, hydroxy, carboxy, formyl, aryl, 
heteroaryl, carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, - 
OR 12 , -C(0)R I2 , -C(0)OR 12 , -OC(0)R 12 , -NR 12 R 13 , -C(0)NR 12 R 13 , -NHC(0)R 12 , -SR 12 , - 
S(0)R 12 , -S(0) 2 R 12 , -S(0) 2 NR 12 R 13 and -S(0)OR 12 , wherein R 12 and R 13 are the same or 
different and independently selected from the group consisting of hydrogen, Cl . 6 -alkyl, 
C 2 . 6 -alkenyl, C 4 . 6 -alkadienyi, C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl, 
or wherein R 12 and R 13 , together with the nitrogen atom to which they are attached 
form a heterocyclic or heteroaryl ring, each C, 6 -alkyl, C 2 . 6 -alkenyl, C 4 . 6 -a.kadienyl, C 2 . 6 - 
alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl substituent being optionally 
substituted with one or more, same or different substituents selected from the group 
consisting of hydrogen, hydroxy, C, 4 alkyl, C^alkoxy, nitro, cyano, amino, oxo, 
halogen, trihalomethyl, C, 4 a.kylthio, C, 4 a.kylamino, C, 4 alkoxycarbonyl, carboxy, - 
CONH 2 , S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocyclyl, said aryl, heteroaryl, 
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heterocycly, or carbocycly, being optionally substituted W lth one or more of hydrogen 

Xi: T 7; c " ^ nitro ' — — -~ -H^llTc ' 

X is O t s " C ^'^Vcarbony,, carboxy, -CONH, or -SfONH,; 

5 R, is hydrogen bydroxy, c, e a, M , C, 6 a, K enyl, c, s a,Kynyi, cydoaixyi, heterocycly, 
ary, heteroary,, c,. 6 a,Koxy, carbony,, carboxy, amido. thioamldo, guany, guand ny, 
ure.dyl, sulfonyl. trihalomethanesulfonyr, -c,o)OR amp k Siuamd.nyl, 
Calxyl, c 2 . e a,Keny,, C,«a,Ky„y,, JJ^. ' * hVdr ° 9en ' 

" 10 al hVd c,oTop Cl S a ' k¥ '' CyCl ° a ' kyl ' hStm he ~yl. haiogen, -OR,. - 

," C( ° ° R " - NR ' R " S <°>' NR > R .. — ™- *r and R. are independent y hyd ogen 

A ,s phenyl or a monocyclic or bicyclic heteroary, ring, optionally substituted at one or 

2 ZZ 7 "? 7 dro9en - hal ° 9en - ,rihalomethyl ' C 

r cTX'l Z 7'' C2 ' ! " 3 ' kVnW ' ^ ary,. heteroary 

! " ■ C s ( ( ° o ) ) OR : ° C<0)R - - NR -' R - -«HC(0,R,„, -SR,„, -S(O)R 10 - 

20 and ind " " ~ S(0) ° R '°' "^^ R '° 3 " d *" are «•« -™ or differ t 

d ependently selected f rom the group consisting * hydrogen, c M c,., 

aid hi C, "- a ' kad ' eny '' ^—"-trieny,, C, l3 -a,Kynyl, ary,. heteroary,. carbocycy 
Z a " r : here ' n R " and Rl1 ' t09eth - - — <o „hL hey 

ii c a ,;r rocyc " c or heteroary ' rin9 ' each ° f c »- ,k "' c --^-w, c 

25 m , \ C * "- a ' k ° t "^ Walkyny,, aryl, heteroary,, carbocycly! and 

25 he e ocydy, being optiona.y substituted with one or .ore. same or different 

su. uents se,ected from the group consisting of hydrogen, haiogen, trihalethyl, c, 
. *rt C,s-a,Keny,. C 4 . s -a,xadienyl. C, 6 -a,Kyny,, hydroxy, carboxy, formy, ary, 

diWre 1 : a::7„ter; rrdim r-' wherein r - and *- - »• — - 

selected from the group consisting of hydroaen C aiirwi 

~ R C rr:^ a,kyny '' arvl ' he ~ ra ™ 

constrofZ:;:: ~r w tuents sa,actad from - ; - 

xy, c-^alkyl, C^alkoxy, n.tro, cyano, amino, oxo, 
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halogen, trihalomethyl, C^alkylthio, C M alkylamino, C,. 4 alkoxycarbonyl, carboxy, - 
CONH 2 or S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocyclyl, said aryl, heteroaryl, 
heterocyclyl or carbocyclyl being optionally substituted with one or more of hydrogen, 
hydroxy, d-4 alkyl, d- 4 alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, d- 4 
alkylthio, d-« alkylamino, C^alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 ; the zigzag 
line indicating that the group denoted A is present as the E- or Z-isomer; 
or pharmaceutical^ acceptable salts thereof, for the preparation of a medicament for 
the prevention, treatment or amelioration of multiple sclerosis, or to delay of the onset 
of or reduce the relapse rate in multiple sclerosis. 

2. The use according to claim 1 wherein, in the compound of formula I, 
X is 0 or S; 

Ri, R 2 , R 3 and R 4 are the same or different and independently selected from the group 
consisting of hydrogen, d-io alkyl, d-io alkoxy, aryl, heteroaryl, aryloxy, d-io alkylaryl, 
d-ioalkylaryloxy, halogen, trihalomethyl, S(0)R 18 , S(0) 2 R 18 , S(0) 2 NR 18 R 19/ S(0) 3 R 18 , 
SR ae , N0 2 , NR 18 R 19 , OR 18 , CN, C(0)R 18 , C(0)OR 18 , OC(0)R 18 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 
and C(0)NR 18 R 19 , wherein R 18 is hydrogen, d- 6 alkyl, heteroaryl or aryl, said C,. 6 alkyl, 
heteroaryl or aryl being optionally substituted with hydroxy or NR 26 R 27 , wherein R 26 and 
R 27 are independently hydrogen or d-s alkyl or, together with the nitrogen atom to 
which they are attached, form a heteroaryl or heterocyclic ring, R 19 is hydrogen, d-e 
alkyl or aryl, and n is 0-3; 

A is phenyl or a monoclyclic or bicyclic heteroaryl ring selected from the group 
consisting of pyrrole, pyrazole, imidazole, 1,2,3-triazole, 1,2,4-triazole, oxazole, 
isoxazole, thiazole, isothiazole, 2-sulfonylfuran, 4-alkylfuran, 1,2,3-oxadiazole, 1,2,5- 
oxadiazole, 1,3,4-oxadiazole, 1,2,3,4-oxatriazole, 1,2,3,5-oxatriazole, 1,2,3- 
thiadiazole, 1,2,4-thiadiazole, 1,2,3,4-thiatriazole, 1,2,3,5-thiatriazole, tetrazole and 
indole, optionally substituted at one or more positions with d-io alkyl, d-io alkoxy, aryl, 
heteroaryl, aryloxy, d-xo alkylaryl, C,. 10 alkylaryloxy, halogen, trihalomethyl, a sugar 
residue, S(0)R 18 , S(0) 2 R l8/ S(0) 2 NR 18 R 19 , S(0) 3 R 18 , SR 18 , N0 2 , NR 18 R 19/ OH, CN, 
CH 2 OH, C(0)R 18 , C(0)OR 18/ OC(0)R I8 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 and C(0)NR 18 R 19 , 
wherein R 18 , R 19 and n are as indicated above; 
R 5 is hydrogen or d-e alkyl; and 
R 6 is hydrogen. 

3. The use of claim 1 wherein, in the compound of formula I, R 5 is hydrogen. 

4. The use of claim 1 wherein, in the compound of formula I, X is oxygen. 
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5. The use of claim l wherein, in the compound of formula I, R 1# R 2> r 3 and are the 
same or different and independently selected from hydrogen and Chalky!. 

6. The use of claim 1 wherein, in the compound of formula I, R 6 is hydrogen or COOH. 

7. The use of any of claims 1-6 wherein, in the compound of formula I, A is pyrrole, 
phenyl or indole, said pyrrole, phenyl or indole being optionally substituted at one or 
more positions with Chalky!, d.^alkoxy, aryl, heteroaryl, aryloxy, alkylaryl, Cl . 
io alkylaryloxy, halogen, trihalomethyl, a sugar residue, S(0)R 18 , S(0) 2 R 18 , 
S(0) 2 NR 18 R 19 , S(0) 3 R 18 , SR 18 , N0 2 , NR 18 R 19 , OH, CN, CH 2 OH, C(0)R 18 , C(0)OR 18 , 
OC(0)R 18 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 and C(0)NR 18 R 19 , wherein R 18 , R 19 and n are as 
indicated in claim 2. 

8. The use of claim 7 wherein, in the compound of formula I, A is pyrrole substituted at 
position 3 and 5 with C^alkyl, or at position 3 with Chalky! and at position 5 with 
CH 2 OH, COOH or a sugar residue, or at position 3 and 5 with C^alkyl and at position 4 
with halogen, or at position 5 with C(0)0-C ^alkyl, and at position 3 with C^alkyl. 

9. The use of claim 7 wherein, in the compound of formula I, A is phenyl substituted at 
position 2 and 5 with Q.salkyI, C^alkoxy, halogen, d- 6 alkyl-NR 26 R 27 , NH-C^ alkyl- 
NR 26 R 27 or O-Q.e alkyl-NR 26 R 27 , wherein R 26 and R 27 are independently hydrogen or d- 6 
alkyl or, together with the nitrogen atom to which they are attached, form a heteroaryl 
or heterocyclic ring. 

10. The use of claim 7 wherein, in the compound of formula I, A is indole. 

11. The use of claim 7 wherein the compound is 3-(3,5-dimethyl-lH-pyrrol-2-yl- 
methylene-l,3-dihydro-indol-2-one. 

12. The use of claim 7 wherein the compound is 3-(2,5-dimethoxy-benzylidene)-l,3- 
dihydroindol-2-one. 

13. The use of claim 7 wherein the compound is 3-(lH-indol-3-ylmethylene)-l,3- 
dihydroindol-2-one. 

14. The use of claim 1, wherein the compound is a compound of formula II 
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R 1*\ R 2 ' 



R 6 : 

R 



R 2 . A. 11 % NR 4 ^R 3 



r N 

R 4 R 8 

II 

wherein R lf R 2 , R 3 , r 4 , r 6 and X are as indicated in claim 1, 

R 8 and RV are independently hydrogen, hydroxy, d-salkyi, C 26 alkenyl, C 2 . 6 alkynyl, 
cycloalkyl, heterocyclyl, aryl, heteroaryl, d-ealkoxy, carbonyl, carboxy, amido, 
thioamido, guanyl, guanidinyl, ureidyl, sulfonyl, trihalomethanesulfonyl, -PO(OR)(OR'), 
wherein R and R' are independently selected from hydrogen or Chalky!, , -OR 10 , - 
C(O)R 10 , -C(O)OR 10 , OC(O)R 10 , -OC(O)OR 10 , -NR 10 R 11# -C(O)NR 10 R u , -NHC(O)R 10 ', -SR 10 , 
-S(O)R 10/ -S(O) 2 R 10 , -S(O) 2 NR 10 R 11( -S(O)OR 10 and CH 2 -aryl-OR 10 , wherein R 10 and R n 
are the same or different and independently selected from the group consisting of 
hydrogen, C^-alkyl, C 2 . 12 -alkenyl, C 4 . 12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, 
heteroaryl, carbocyclyl and heterocyclyl, or wherein R 10 and R n , together with the 
nitrogen atom to which they are attached form a heterocyclic or heteroaryl ring, each of 
d.^-alkyl, C 2 . 12 -alkenyl, C 4 - 12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, 
heteroaryl, carbocyclyl and heterocyclyl being optionally substituted with one or more, 
same or different substituents selected from the group consisting of hydrogen, halogen, 
trihalomethyl, C^-alkyl, C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, hydroxy, carboxy, 
formyl, aryl, heteroaryl, carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, 
carbamide, -OR 12 , -C(0)R 12 , -C(0)OR 12/ -OC(0)R 12 , -OC(0)OR 12 , -NR 12 R 13/ - 
C(0)NR 12 R 13 , -OC(O)NR 10 R n , -NHC(0)R 12/ -SR 12 , -S(0)R 12 , -S(0) 2 R 12 , -S(0) 2 NR 12 R 13 
and -S(0)OR 12 , wherein R 12 and R 13 are the same or different and independently 
selected from the group consisting of hydrogen, C 1 . 6 -alkyl, C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, 
C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl, or wherein R l2 and R 13 , 
together with the nitrogen atom to which they are attached form a heterocyclic or 
heteroaryl ring, each C^-alkyl, C 2 . 6 -alkenyl, C 4 . 5 -alkadienyl, C 2 . 6 -alkynyl, aryl, 
heteroaryl, carbocyclyl and heterocyclyl substituent being optionally substituted with 
one or more, same or different substituents selected from the group consisting of 
hydrogen, hydroxy, C^alkyl, C^alkoxy, nitro, cyano, amino, oxo, halogen, 
trihalomethyl, C,. 4 alkylthio, C,. 4 alkylamino, C^alkoxycarbonyl, carboxy, -CONH 2 , - 
S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocyclyl, said aryl, heteroaryl, heterocyclyl 
or carbocyclyl being optionally substituted with one or more of hydrogen, hydroxy, C M 
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10 



) 



alkyl, alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, C,. 4 alkylthio, C,. 4 
alkylamino, C^alkoxycarbonyl, carboxy, -COIMH 2 or -S(0)NH 2 ; -C(R 24 R 25 )- 0 R 16 or - 
OC(0)R 16/ wherein R 16 is hydrogen, Chalky!, aralkyl, acyl or -PO(OR)(OR'), -C(R 24 R 25 )- 
NR 26 R 27 , wherein R 24 is hydrogen, C a . 6 alkyl or aryl, R 25 is hydrogen, and R 26 ' and R 27 are 
independently hydrogen or c M alkyl or, together with the nitrogen atom to which they 
are attached, form a heteroaryl or heteroaryl ring optionally substituted with hydrogen, 
hydroxy, Q. 4 alkyl, Q. 4 alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, c„ 
alkylthio, C M alkylamino, C x . 4 alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 ; -NR 20 R 21 , 
-O(CH 2 ) m NR 20 R 21 , -N(CH 2 ) m NR 20 R 21 , -0(CH 2 ) m C(0)R 22 , -N(CH 2 ) m C(0)R 22 „ wherein m is 
0, 1, 2 or 3, R 20 and R 21 are the same or different and independently selected from the 
group consisting of hydrogen, C„ alkyl, cycloalkyl, aryl, carbonyl, acetyl, 
trihalomethylcarbonyl, carboxy, sulfonyl or trihalomethanesulfonyl, or R 20 and R 21 
together with the nitrogen atom to which they are attached form a heterocyclic or 
heteroaryl ring, and R 22 is hydroxy, C, 6 alkoxy, aryloxy, amino, hydroxylamino, 
15 carboxy or -NR 20 R 2l , wherein R 20 and R 21 are as indicated above; and 

R»', R 2 ' and R 3 ' are the same or different and independently selected from the group 
consisting of hydrogen, halogen, trihalomethyl, (Walkyl, C 2 . 12 -alkenyl, C 4 . 12 - 
alkadienyl, C 5 . 12 -alkatrienyl, C 2 . 12 -alkynyl, hydroxy, carboxy, formyl, aryl, heteroaryl, 
carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamide, -OR 10 , - ' 
C(O)R 10/ -C(O)OR 10/ OC(O)R 10 , -NR 10 R n , -C(O)NR 10 R U/ -NHC(O)R 10 , -SR 10 , -S(O)R 10( - 
S(O) 2 R 10 , -SCO^NR^ and -S(O)OR 10> wherein R 10 and R„ are the same or different 
and independently selected from the group consisting of hydrogen, C W2 -alkyl, C 2 . 12 - 
alkenyl, C 4 . 12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl 
and heterocyclyl, or wherein R 10 and R llf together with the nitrogen atom to which they 
are attached form a heterocyclic or heteroaryl ring, each of Q.^-alkyl, C 2 . 12 -alkenyl, C 4 . 
12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl and 
heterocyclyl being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, halogen, trihalomethyl, C, 
6-alkyl, C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, hydroxy, carboxy, formyl, aryl 
heteroaryl, carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, - 
OR a2 , -C(0)R 12/ -C(0)OR 12 , -OC(0)R 12/ -NR 12 R 13 , -C(0)NR 12 R 13 , OC(0)NR 12 R 13 - 
NHC(0)R 12 , - S R 12/ -S(0)R 12 , -S(0) 2 R 12/ -S(0) 2 NR 12 R 13 and -S(0)OR 12 , wherein R 12 and 
Ri3 are the same or different and independently selected from the group consisting of 
hydrogen, C^-alky., C 2 . 6 -a.kenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, aryl, heteroaryl 
carbocyclyl and heterocyclyl, or wherein R 12 and R 13 , together with the nitrogen atom to 
wh,ch they are attached form a heterocyclic or heteroaryl ring, each C, 6 -alkyl, C 2 6 - 
alkenyl, C 4 . 6 -alkadienyl ; C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl 
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substituent being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, hydroxy, d-4 alkyl, d-4 
alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, C,. 4 alkylthio, d-< alkylamino, 
C^alkoxycarbonyl, carboxy, -CONH 2 or S(0)NH 2 , aryl, heteroaryl, heterocyclyl or 
carbocyclyl, said aryl, heteroaryl, heterocyclyl or carbocyclyl being optionally 
substituted with one or more of hydrogen, hydroxy, Cl . 4 alkyl, C M alkoxy, nitro, cyano, 
amino, oxo, halogen, trihalomethyl, Cl . 4 alkylthio, d-< alkylamino, C^alkoxycarbonyl, ' 
carboxy, -COI\IH 2 or -S(0)NH 2 . 

15. The use of claim 14 wherein, in the compound of formula II, R lt R 2 , R 3 , R 4 , r 6 and X 
are as indicated in claim 2, and R/, R 2 ' and R 3 ' are the same or different and 
independently selected from the group consisting of with d-io alkyl, C w0 alkoxy, aryl, 
heteroaryl, aryloxy, dio alkylaryl, dio alkylaryloxy, halogen, trihalomethyl, a sugar' 
residue, S(0)R 18 , S(0) 2 R 18 , S(0) 2 IMR 18 R 19 , S(0) 3 R 18 , SR 18 , N0 2f NR 18 R 19 , 0R 18< CN, 
CH 2 OH, C(0)R J8 , C(0)OR 18 , OC(0)R 18 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 and C(0)NR 18 R 19 , 
wherein R 18 is hydrogen, d-e alkyl, heteroaryl or aryl, said de alkyl, heteroaryl or aryl 
being optionally substituted with hydroxy or NR 26 R 27 , wherein R 26 and R 27 are 
independently hydrogen or d-e alkyl or, together with the nitrogen atom to which they 
are attached, form a heteroaryl or heterocyclic ring, R 19 is hydrogen, d-e alkyl or aryl, 
and n is 0-3. 

16. The use of claim 15 wherein, in the compound of formula II, R lf R 2< R 3 and R< are 
the same or different and independently selected from hydrogen, halogen and d-e 
alkyl, or R 2 is hydroxy or heteroaryl, such as pyridyl, or a group C(O)R 20 , wherein R 20 is 
heteroaryl, such as pyridyl or thienyl, and R lf R 3 and R, are hydrogen. 

17. The use of claim 15 wherein, in the compound of formula II, R/, R 2 ' and R 3 ' are the 
same or different and independently selected from hydrogen, halogen, d-e alkyl, d. 5 
alkoxy, CH 2 OH, C(0)OR 18 or C(0)NR 18 R 19 , wherein R 18 and R 19 are as defined in claim 
15. 

18. The use of claim 14 or 15 wherein, in the compound of formula II, R,' and R 3 ' are 
both d-e alkyl, in particular methyl, and R 2 ' is hydrogen, or wherein R,' is d-e alkyl and 
R 3 ' is de alkoxy, CH 2 OH, C(0)OR 18 or C(0)NR 18 R 19 , wherein R 18 and R 19 are as defined 
in claim 15, or wherein R,' and R 3 ' are both de alkyl, in particular methyl, and R 2 ' is 
halogen, in particular chloro or bromo, or wherein Rl < is d-e alkyl and R 3 ' is C(0)0-d e 
alkyl, or wherein R,< is d-e alkyl and R 3 < is C(0)NH-d-ealkyl substituted with hydroxy. 
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19. The use of claim 14 wherein, in the compound of formula II, R 8 and FV are 
independently hydrogen, hydroxy, -PO(OR)(OR'), -OR 10 , -C(O)OR 10 , -C(O)NR 10 R n , - 
C(0)R 14/ -C(R 24 R 25 )OR 16 , -OC(0)R l6 or -C(R 24 R 25 )NR 26 R 27 , wherein R, R', R 10 , R u , R 14/ 
Ri6, ^24. ^26/ R27 are as defined in claim 14. 

20. The use of claim 14 wherein the compound is selected from the group consisting of 

S-CS^-Dimethyl-lH-pyrrol-Z-ylmethyleneJ-l^-dihydro-indol-Z-one (Compound 226) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
ethyl ester (Compound 01) 

4-methyl-5-(2-oxo-l f 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (2- 
hydroxy-ethyl)-amide (Compound 02) 

3- (5-hydroxymethyl-3-methyNlH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one 
(Compound 03) 

l-[4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrol-2-ylmethyl)- 
pyrridinum; chloride (Compound 04) 

4- methyi-5-(2-oxo-l,2^dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
(Compound 05) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole~2-carboxylic acid (2- 
diethylamino-ethyl)-amide (Compound 06) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (2- 
methoxy-ethyl)-amide (Compound 07) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole'2-carboxylic acid [3- 
(l-formyl-piperidin-4-yl)-propyl]-amide (Compound 08) 

4-{[4-methyl-5"(2-oxo-l,2-dihydro-indol-3-ylidehemethyl)-lH-pyrrole-2-carbonyl]' 
amino}-butyric acid methyl ester (Compound 09) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (6- 
hydroxy-hexyl)-amide (Compound 10) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
cyclohexylmethyl-amide (Compound 11) 

4-methyN5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (4- 
hydroxy-butyl)-amide (Compound 12) 

6-{[4-methyl-5-(2-oxo-l,2-dihydro-indoN3-ylidenemethyl)-lH-pyrrole-2-carbonyl]- 
amino}-hexanoic acid ethyl ester (Compound 13) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
(tetrahydro-furan-2-ylmethyl)-amide (Compound 14) 
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4-methy!-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylicacid [2- 
(lH-indol-3-yl)-ethyl]-amide (Compound 15) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (3- 
phenyl-propyl)-amide (Compound 16) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (4- 
phenyl-butyl)-amide (Compound 17) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylicacid (5- 
hydroxy-pentyl)-amide (Compound 18) 

4-C[4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carbonyl]- 
amino}-butyric acid ethyl ester (Compound 19) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylicacid [1- 
(4-chloro-phenyl)-cyclopropylmethyl]-amide (Compound 20) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
benzyl ester (Compound 21) 

3-(4-bromo-3 f 5-dimethyl-lH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one 
(Compound 22) 

3-(4-chloro-3 / 5-dimethyl-lH-pyrrol-2-ylmethylene)-l < 3-dihydro-indol-2-one 
(Compound 23) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-(4-methoxy-benzyl)-l,3-dihydro-indol-2- 
one (Compound 41) 

3-(3,5-Dimethyl-lH-pyrrol-2-ylmethylene)-l-methyl-l / 3-dihydro-indol-2-one 
(Compound 42) 

acetic acid 3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-2-oxo-2 / 3-dihydro-indol-l- 
ylmethyl ester (Compound 43) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-hydroxy-l,3-dihydro-indol-2-one 
(Compound 45) 

3-(4-bromo-3 / 5-dimethyl-lH-pyrrol-2-ylmethylene)-l-hydroxy-l / 3-dihydro-indol-2-one 
(Compound 46) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-methoxy-l ( 3-dihydro-indol-2-one 
(Compound 49) 

acetic acid 3-(3,5-dimethyl-lAy-pyrrol-2-ylmethylene)-2-oxo-2,3-dihydro-indol-l-yl 
ester (Compound 51) 

2-{3-t3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-2-oxo-2 / 3-dihydro-indol-l-yloxy]- 
propyl>-isoindole-l,3-dione (Compound 52) 

2 / 4-Dimethyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-3-carboxylic 
acid (2-diethylamino-ethyl)-amide (Compound 227) 
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5 -( 5 - Ru °'-o-2-oxo- 1/ 2-dihydro-indo.-3-ylidenemethyl)-2,4-dimethy.-lH-pyrrole-3- 
carboxylic acid (2-diethylamino-ethyl)-amide (Compound 228) ' ~ ~ 

(3,5-dime t hy,-lH-pyrrol-2-yl)-( 2 -oxo-l / 2-dihydro-indol-3-ylidene)-aceticacid 
(Compound 229) 

2 3 ^ 5 - dim « h VNlH-pyrro l -2- y , m e t h vle „e,-4Hodo- 1 ,3-d 1 hyd ro - i „ d „ l . 2 . one(Compound 

3 -' 3 ' 5 -*-^*y'-lH-p y rro 1 .2- ylm ethy,ene)-5- me thoxv-l,3-d,hydro- 1 „do,-2-c,„ e 
10 (Compound 232) 

3 -< 3 --«^V-lH-pyr TO |-2-y, m ethy 1 ene,-1.3-d,hydro,„do,-2-one (Compound 234) 

3 - t 5 ;< 4 -^'-°-2-oxo- 1 ,2-d i hydro- 1 „do 1 -3-y ll denao,e,hy„-2,4-dime t hy,-lH-pyr r o,-3-yn. 
15 propionic acid (Compound 235) y J 

4- chloro-3-(3,5-dimethyl-lH-p yrr ol-2-ylmethylene)-l,3-dihydro-indol-2-one 
(Compound 236) 

^ l -- 3 -( 3 -«hoxy-lH-py rr o,.2-y, m ethy, e „e,. 1 ,3-dihydro- i ndo 1 -2-o„e(Co mp ound 

20 3 -| 3 .^'-«M-lH-pyr r o 1 -2-y lm e th y l en e ,.2-oxo-2,3-d ih ydro- 1 H- i „do,e-4-ca r boxy, i c 
acid (Compound 238) 

3-(3.5-d im «hyMH-py rTOl -2-y, m ethy,ane,-5.py ri d i „-3-y l -l,3.d i hydro-indo 1 -2-one 
(Compound 239) 

25 3 "?: 5 " d ' m r y '" 1H " Pyrr0 '" 2 " y '" ,ethVlene) - 5 - pyrid '"- 3 -^- 1 ' 3 -' Iih Vdro- l „do,.2-ona- 
25 methanesulfonic acid (Compound 240) 

=-Py^"-3-y 1 -3-( 1 H- P y rr o l -2-y lm e t hy,eno)-l,3-d l hydro- l ndo 1 -2-o„e (Compound 241, 

5-pyn dl n-3.y 1 .3 rt(1 H-py rr o,.2-y,met h y te ne,- 1 ,3-dmyd r „- i „do l -2-one;me th anesu, f on i 
acid (Compound 242) 

3 ^ 3 ' 5 - dime thyl-iH-py rr o.-2-y,me thy ,ene)-5-hydroxy-l ( 3-dihydro-indo.-2-one 
JO (Compound 243) - - - 

3-(3,5-dimethy,- 1 H-py rr ol-2-y,methy.ene)-5-fluoro-l,3-dihy dro -indol-2-one 
(Compound 244) 

3 -»-™.hy,- 1 H-,ndo l -2-y,methy,ene)- 1 .3-dlhydro-,ndo,-2-one (Compound 245, 

35 eiMreTlc 5 "' 2 "" 0 " 1 ' 2 "*^^ 0 "'"* 1 " 3 ^'^"^"^ 1 '- 1 "-^ 
J^ ethyl ester (Compound 246) 

pyndin-4-ylmethyl ester (Compound 263, 



WO 2005/058309 



156 



PCT/DK2004/000875 



(3,5-dimethyl-lH-pyrrol-2-yl)-(2-oxo-l,2-dihydro-indol-3-ylidene)-acetic acid benzyl 
ester (Compound 264) 

3-(3 f 5-dimethyl-lH-pyrrol-2-ylmethylene)-l-pyrrolidin-l-yimethyl-l,3-dihydro-indol-2- 
one (Compound 266) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-(4-methyl-piperazin-l-ylmethyl)-l,3- 
dihydro-indol-2-one (Compound 267) and 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-piperidin-l-ylmethyl-l,3-dihydro-indol-2- 
one (Compound 268) 




wherein R u R 2 , R 3 , r,, r s r 6 and x are as indicated in claim 1, and 

Ri", R 2 ", R 3 ", Ft," and R 5 " are the same or different and independently selected from the 
group consisting of hydrogen, halogen, trihalomethyl, C^.-alkyl, C 2 . 12 -alkenyl, C 4 . 12 - 
alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, hydroxy, carboxy, formyl, aryl, heteroaryl, 
carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, -OR 10 , - 
C(O)R 10 , -C(O)OR l0 , OC(O)R I0 , -NR 10 R U , -C(O)NR 10 R 11( -NHC(O)R 10 , -SR 10 , -S(O)R 10 , - 
S(O) 2 R 10 , -S(O) 2 NR 10 R u and -S(O)OR 10 , wherein R 10 and R„ are the same or different 
and independently selected from the group consisting of hydrogen, C^-alkyl, C 2 . 12 - 
alkenyl, C 4 . 12 -alkadienyl, C 6 . x2 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl 
and heterocyclyl, or wherein R 10 and R n , together with the nitrogen atom to which they 
are attached form a heterocyclic or heteroaryl ring, each of C^-alkyl, C 2 . 12 -alkenyl, Q. 
i 2 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl and 
heterocyclyl being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, halogen, trihalomethyl, Q. 
6 -alkyl, C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, hydroxy, carboxy, formyl, aryl, 
heteroaryl, carbocycly., heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido 
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halogen, -OR 12 , -C(0)R 12 , -C(0)OR 12 , -OC(0)R 12 , -NR 12 R 13 , -C(0)NR 12 R 13 , -NHC(0)R 12 , - 
SR 12 , -S(0)R 12 , -S(0) 2 R 12 , -S(0) 2 NR 12 R 13 and -S(0)OR 12 , wherein R 12 and R 13 are the ' 
same or different and independently selected from the group consisting of hydrogen, 
Q-s-alkyl, C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyclyl and 
heterocyclyl, or wherein R 12 and R 13 , together with the nitrogen atom to which they are 
attached form a heterocyclic or heteroaryl ring, each d-e-alkyl, C 2 . 6 -alkenyl, C 4 . 6 - 
alkadienyl, C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl substituent being 
optionally substituted with one or more, same or different substituents selected from 
the group consisting of hydrogen, hydroxy, Cl . 4 alkyl, C a . 4 alkoxy, nitro, cyano, amino, 
oxo, halogen, trihalomethyl, c M alkylthio, Cl . 4 alkylamino, C, 4 alkoxycarbonyl, carboxy, 
-CONH 2 , S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocyclyl, said aryl, heteroaryl, 
heterocyclyl or carbocyclyl being optionally substituted with one or more of hydrogen, 
hydroxy, c M alkyl, C^alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, C x . 4 ' 
alkylthio, d. 4 alkylamino, d^alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 . 



22. The use of claim 21 wherein, in the compound of formula III, R 2 , r 3; r,, r s r 6 and 
X are as indicated in claim 2, and R,", R 2 ", R 3 ", r," and R 5 << are the same or different 
and independently selected from the group consisting of with d- 10 alkyl, d- 10 alkoxy, 
aryl, heteroaryl, aryloxy, Q.^alkylaryl, d-ioalkylaryloxy, halogen, trihalomethyl, a ' 
20 sugar residue, S(0)R 18 , S(0) 2 R 18 , S(0) 2 IMR 18 R 19 , S(0) 3 R 18 , SR 18 , NQ 2 , NR 18 R 19 , OR 18 , CN, 
CH 2 0H, C(0)R 18 , C(0)OR 18 , OC(0)R 18 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 and C(0)NR 18 R 19 , 
wherein R 18 is hydrogen, d- 6 alkyl, heteroaryl or aryl, said C„ alkyl, heteroaryl or aryl 
being optionally substituted with hydroxy or NR 26 R 27 , wherein R 26 and R 27 are 
independently hydrogen or d-s alkyl or, together with the nitrogen atom to which they 
are attached, form a heteroaryl or heterocyclic ring, R 19 is hydrogen, d. 6 alkyl or aryl, 



and n is 0-3. 



23. The use of claim 22 wherein, in the compound of formula III, R 2 " and R 5 " are the 
same or different and independently are C, 6 alkyl, in particular methyl, or d. 6 alkoxy, in 

30 particular methoxy, or halogen, in particular chloro or bromo. 

24. The use of claim 21 wherein, in the compound of formula III, R 5 is hydrogen, 
hydroxy, C(0)R 14 or C(0)0R 14 , wherein R 14 is as defined in claim 1. 



35 



25. The use of claim 21, wherein the compound is selected from the group consisting of 
3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 110) 
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3-(5-dimethylaminomethyl-2-methoxy-benzylidene)-l,3-dihydro-indol-2-one 
(Compound 32) 

3-{2-[(2-dimethylamino-ethyl)-methyl-amino]-5-methoxy-ben2ylidene>-l,3-dihydro- 
indol-2-one (Compound 33) 

3-{4-[(2-dimethylamino-ethyl)-methyl-amino]-3',5 , -dimethyl-biphenyl-3-ylmethylene}- 
l,3-dihydro-indol-2-one (Compound 34) 

3-(2-dimethylaminomethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 35) 

3-[2-(2-diethylamino-ethoxy)-5-methoxy-benzylidene]-l / 3-dihydro-indol-2-one 
(Compound 36) 

3-[2-(2-diethylamino-ethoxy)-5-methoxy-benzylidene]-l,3-dihydro-indol-2-one; 
hydrochloride (Compound 37) 

3-[5-methoxy-2-(2-morpholin-4-yl-ethoxy)-benzylidene]-l / 3-dihydro-indol-2-one 
(Compound 38) 

3-t5-methoxy-2-(2-piperidin-l-yl-ethoxy)-benzylidene]-l,3-dihydro-indol-2-one 
(Compound 39) 

l-acetyl-3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 44) 
3-(2 ; 5-dimethoxy-benzylidene)-l-hydroxy-l,3-dihydro-indol-2-one (Compound 48) 
3-(2,5-dimethoxy-benzylidene)-l-methoxy-l,3-dihydro-indol-2-one (Compound 50) 
3-(phenyl-4-tolyl-methylene)-l,3-dihydro-indol-2-one (Compound 53) 
3-[bis-(4-methoxy-phenyl)-methylene]-l,3-dihydro-indol-2-one (Compound 54) 
3-[l-(2,5-dimethoxy-phenyl)-ethylidene]-l / 3-dihydro-indol-2-one (Compound 55) 
3-(4-hydroxy-3,5-dimethyl-benzylidene)-l / 3-dihydro-indol-2-one (Compound 95) 
3-(3,5-di-tert-butyl-4-hydroxy-benzylidene)-l / 3-dihydro-indol-2-one (Compound 96) 
3-(4-bromo-benzylidene)-l,3-dihydro-indol-2-one (Compound 97) 
3-(2-methyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 98) 
3-(2,4-dimethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 99) 
3-(2,6-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 100) 
3-(3,4-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 101) 
3-(4-chloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 102) 
3-(2 / 4-dimethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 103) 
3-(2,5-dimethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 104) 
3-(2,6-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 105) 
3-benzylidene-l,3-dihydro-indol-2-one (Compound 106) 
3-(4-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 107) 
3-(2,4-dimethoxy-benzylidene)-l < 3-dihydro-indol-2-one (Compound 108) 
3-(3 > 5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 109) 
S-O^-dimethyl-benzylideneJ-l^-dihydro-indol^-one (Compound 111) 



WO 2005/058309 



159 



PCT/DK2004/000875 



3-naphtalen-2-ylmethylene-l,3-dihydro-indol-2-one (Compound 112) 

3-naphtalen-l-ylmethylene-l,3-dihydro-indol-2-one (Compound 113) 

3-(2,3-dimethoxy-ben2ylidene)-l,3-dihydro-indol-2-one (Compound 114) 

3-(3-nitro-benzylidene)-l,3-dihydro-indol-2-one (Compound 115) 

3-(2-fluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 116) 

3-(3-methyl-benzylidene)-l,3-dihydro--indol-2-one (Compound 117) 

3-(3-fluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 118) 

3-(4-fluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 119) 

3-anthracen-9-ylmethylene-13-dihydro-indol-2-one (Compound 120) 

3-(5-bromo-2-hydroxy-benzylidene)-l f 3-dihydro-indol-2-one (Compound 121) 

3-(2-hydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 122) 

5-chloro-3-(4-isopropyl-benzylidene)-l / 3-dihydro-indol-2-one (Compound 123) 

5-chloro-3-(4-dimethylamino-benzylidene)-l / 3-dihydro-indol-2-one (Compound 124) 

5-chloro-3-(3 / 4-dichloro-benzylidene)-l / 3-dihydro-indol-2-one (Compound 125) 

5-chloro-3-(2,5-dimethoxy-benzyIidene)-l,3-dihydro-indoi-2-one (Compound 126) 

5-Ch!oro-3-(2-chloro-benzylidene)-l / 3-dihydro-indol-2-one (Compound 127) 

5«chloro-3-(2,3-dimethoxy-benzyiidene)-l f 3-dihydro-indol-2-one (Compound 128) 

5-Chloro-3-(2,6-dichloro-benzylidene)-l / 3-dihydro-indol-2-one (Compound 129) 

5-Chloro-3-(2-hydroxy-benzylidene)-l / 3-dihydro>indol-2-one (Compound 130) 

5-chloro-3-(4~methoxy-benzylidene)-l,3-dihydro-indoi«2-one (Compound 131) 

5-chloro-3-(4-chloro-benzyIjdene)-l,3-dihydro-indol-2-one (Compound 132) 

S-chloro-B-naphtalen-l-ylmethylene-l^-dihydro-indol^-one (Compound 133) 

5-chloro-3-(4-bromo-benzylidene)-l / 3-dihydro-indoi-2-one (Compound 134) 

5-chloro-3-(4-methyl-benzyiidene)-l / 3-dihydro-indol-2-one (Compound 135) 

S-anthracen-g-yimethylene-S-chloro-l^-dihydro-indol^-one (Compound 136) 

5-chloro-3-naphtalen-2-ylmethylene-l,3-dihydro-indol-2-one (Compound 137) 

5-chloro-3-(2,4-dimethoxy-benzylidene)-l / 3-dihydro-indol-2-one (Compound 138) 

5-chloro-3-(2 / 4-dichloro-benzylidene)-l / 3-dihydro-indol-2-one (Compound 139) 

S-chloro-B-fB^-dimethoxy-benzyiideneJ-l^-dihydro-indol^-one (Compound 140) 

S-Chloro-B^B^-dimethoxy-benzylideneJ-l^-dihydro-indol^-one (Compound 141) 

S-chloro-S^B^-di-tert-butyl^-hydroxy-benzylideneJ-l^-dihydro-indol^-one 
(Compound 142) 

S-chloro-B^B^^-trimethoxy-benzylideneJ-l^-dihydro-indol^-one (Compound 143) 
3-benzylidene-5-Chloro-l,3-dihydro-indol-2-one (Compound 144) 
S-chloro^^S-hydroxy-benzylideneJ-l^-dihydro-indol^-one (Compound 145) 
5-chloro-3-(2-methoxy-benzylidene)-l / 3-dihydro-indol-2«one (Compound 146) 
5-chloro-3-(2-methyl-benzylidene)-l / 3-dihydro-indol-2-one (Compound 147) 
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3-(3,5-dibromo-4-hydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 148) 
3-(3,4-difluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 149) 
3-(2-hydroxy-naphtalen-l-ylmethylene)-l,3-dihydro-indol-2-one (Compound 150) 
3-(4-methyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 151) 
3-(3,4-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 152) 
3-(3-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 153) 
3-(2-chloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 154) 
3-(3-chloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 155) 
3-(2,4-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 156) 
3-(3,4-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 157) 
3-(3-bromo-benzylidene)-l,3-dihydro-indol-2-one (Compound 158) 
3-(4-hydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 159) 
3-(3-hydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 160) 
3-(2,4-dihydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 161) 
5-chloro-3-(2 / 5-dimethoxy-benzylidene)-l ( 3-dihydro-indol-2-one (Compound 162) 
3-(3,4,5-trimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 163) 
3-(3,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 164) 
3-(2,3-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 165) 
3-(2-methoxy-naphtalen-l-ylmethylene)-l,3-dihydro-indol-2-one (Compound 166) 
3-(2-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 167) 
3-(4-hydroxy-3-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 168) 
3-(3-hydroxy-4-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 169) 

5- bromo-3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 170) 

6- bromo-3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 171) 

7- bromo-3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 172) 
3-(2,5-dimethoxy-benzylidene)-6-fluoro-l,3-dihydro-indol-2-one (Compound 173) 

3-(2,5-dimethoxy-benzylidene)-5-trifluoromethyl-l f 3-dihydro-indol-2-one (Compound 
174) 

5- amino-3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 175) 

6- chloro-5-(2-chloro-acetyl)-3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one 
(Compound 176) 

3-(2,5-dimethoxy-benzylidene)-5-hydroxy-l,3-dihydro-indol-2-one (Compound 177) 

3-(2 / 5-dimethoxy-benzylidene)-2-oxo-2,3-dihydro-lH-indole-5-carboxylicacid methyl 
ester (Compound 178) 

3-(9-ethyl-9H-carbazol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 179) 
3-(2-hydroxy-3-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 180) 
3-(2 / 5-dimethoxy-benzylidene)-4,5-difluoro-l,3-dihydro-indol-2-one (Compound 181) 



WO 2005/058309 



161 



PCT/DK2004/000875 



3-(3,5-dichloro-2-hydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 182) 

3-(2,5-diethoxy-benzylidene)- l,3-dihydro-indol-2-one (Compound 183) 

3-(2,5-dthydroxy-benzylidene)- l,3-dihydro-indol-2-one (Compound 184) 

3-(2,4,5-trimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 185) 

3-(9-methyl-9H-carbazol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 186) 

3-(2-hydroxy-5-thfluoromethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 
187) 

3-(lH-indol-5-ylmethylene)-l,3-dihydro-indol-2-one (Compound 188) 
3-(lH-indol-4-ylmethy!ene)-l,3-dihydro-indol-2-one (Compound 189) 
3-(lH-indol-7-ylmethylene)-l,3-dihydro-indol-2-one (Compound 190) 
3-(l,4-dimethyl-9H-carbazol-2-ylmethylene)-l,3-dihydro-indol-2-one (Compound 191) 
3-(2-benzyloxy-4,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 192) 
3-(2,5-dichloro-benzylidene)- l,3-dihydro-indol-2-one (Compound 193) 

3-(2,5-dimethoxy-benzylidene)-2-oxo-2,3-dihydro-lH-indole-7-carbonitrile (Compound 
194) 

3-(2,5-dimethoxy-benzylidene)-6-methanesulfonyl-l,3-dihydro-indol-2-one (Compound 
195) 

3-(2 / 5-dimethoxy-benzylidene)-2-oxo-2,3-dihydro-lH-indole-5-carbonitri!e (Compound 
196) 

3-(2,5-dimethoxy-benzylidene)-6-trinuoromethyl-l,3-dihydro-indol-2-one (Compound 
197) 

3-(2,5-dimethoxy-benzylidene)-7-fluoro-l,3-dihydro-indol-2-one (Compound 198) 

3-(2 > 5-dimethoxy-benzylidene)-2-oxo-2,3-dihydro-lH-indole-6-carbonitrile (Compound 
199) 

6-chloro-3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 200) 
3-(2,5-dibromo-benzylidene)-l,3-dihydro-indol-2-one (Compound 201) 
3-(5-bromo-2-ethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 202) 
3-(5-bromo-2-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 203) 
3-(2-fluoro-5-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 204) 
3-(2,5-difluoro-benzy!idene)-l,3-dihydro-indol-2-one (Compound 205) 
3-(2-chloro-5-nitro-benzylidene)-l,3-dihydro-indol-2-one (Compound 206) 
3-(2,5-bis-trifluoromethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 207) 
3-(2,4-dichloro-benzylidene)- l^-dihydro-indol^-one (Compound 208) 
3-(2-hydroxy-5-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 209) 
3-(lH-indol-6-ylmethylene)-l,3-dihydro-indol-2-one (Compound 210) 
3-(2 / 5-dimethoxy-benzylidene)-5-fiuoro-l,3-dihydro-indol-2-one (Compound 211) 
3-[4-(quinolin-2-ylmethoxy)-benzylidene]-l / 3-dihydro-indol-2-one (Compound 212) 
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3-[4-(naphthalen-2-ylmethoxy)-ben2ylidene]-l,3-dihydro-indol-2-one (Compound 213) 

3-[3,5-dichloro-2-(quinolin-2-ylmethoxy)-benzylidene]-l,3-dihydro-indol-2-one 
(Compound 214) 

2-[4-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-phenoxy]-propionicacid (Compound 
215) 

2-benzyl-3-butylamino-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)- 
benzenesulfonamide (Compound 216) 

2- benzyl-3-benzylamino-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)- 
benzenesulfonamide (Compound 217) 

3- [(furan-2-ylmethyl)-amino]-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-2-phenoxy- 
benzenesulfonamide (Compound 218) 

3-methylamino-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-2-phenoxy- 
benzenesulfonamide (Compound 219) 

2- benzyl-3-ethoxy-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-benzenesulfonamide 
(Compound 220) 

[2-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-phenoxy]-acetic acid (Compound 221) 

3- [4-(6-methyl-pyridin-2-ylmethoxy)-benzylidene]-l,3-dihydro-indol-2-one (Compound 
222) 

4- [4-(5-chloro-2-oxo-l < 2-dihydro-indo!-3-ylidenemethyl)-phenyl]-piperazine-l- 
carbaldehyde (Compound 223) 

5- chloro-3-(4-isopropyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 224) 

4- [4-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-phenyl]-piperazine-l-carba!dehyde 
(Compound 225) 

3-[5-methoxy-2-(2-morpholin-4-yl-ethoxy)-benzylidene]-l,3-dihydro-indol-2-one; 
hydrochloride (Compound 258) 

3-[5-methoxy-2-(2-piperidin-l-yl-ethoxy)-benzylidene]-l,3-dihydro-indol-2-one; 
hydrochloride (Compound 259) 

3-(2 / 5-dimethoxy-benzylidene)-5 / 7-dinuoro-l,3-dihydro-indol-2-one (Compound 260) 
3-[4-(l-quinolin-4-yl-ethoxy)-benzylidene]-l / 3-dihydro-indol-2-one (Compound 261) 
3-[4-(pyridin-4-ylmethoxy)-benzylidene]-l / 3-dihydro-indol-2-one (Compound 262) and 

5- amino-3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one; methanesulfonic acid 
(Compound 265) 

26. The use of claim 1 wherein the compound is a compound of general formula IV 
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R " 

R 2 '\ / 3 



3 | 



4 

/NR 
R " 



R 4 " 



R 



R 4 

IV 

wherein R 1( R 2 , r 3/ r 5 , r 6 and x are as indicated jn c)ajm ^ 

IV', R 2 ", R 3 ", R 4 " and R s " are the same or different and independently selected from the 
group consisting of hydrogen, halogen, trihalomethyl, CWalkyl. C 2 . 12 -alkenyl C 4 12 - 
alkad,enyl f C 6 . 12 -a.katrienyl, C 2 . 12 -alkynyl, hydroxy, carboxy, formyl, aryl, heteroary. 
carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, -OR 10 - ' 
C(O)R 10 , -C(O)OR 10( OC(O)R 10 , -NR 10 R llf -C(O)NR 10 R 11 , -NHC(O)R 10 , - S R 10 , -S(O)R 10 - 
S(O) 2 R 10 , -SCO^NRxoRxx and -S(O)OR 10 , wherein R 10 and R n are the same or different 
and mdependently selected from the group consisting of hydrogen, Cl . 12 -alkyl C 2 12 - 
alkenyl, C 4 . 12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl 
and heterocyclyl, or wherein R 10 and R n , together with the nitrogen atom to which they 
are attached form a heterocyclic or heteroary. ring, each of C, 12 - al kyl, C, 12 -a.keny. C 4 
12 -alkad,enyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl and 
heterocyclyl being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, ha.ogen, trihalomethyl, Cl 
e-alkyl, CWalkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -a.kynyl, hydroxy, carboxy, formyl, aryl 
heteroaryl, carbocydyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido - 
OR 12 , -C(0)R 12 , -C(0)OR 12 , -OC(0)R 12 , -NR 12 R 13 , -C(0)NR 12 R 13 , -NHC(0)R 12f -SR 12 - ' 
S(0)R 12/ -S(0) 2 R 12 , -S(0) 2 NR 12 R 13 and -S(0)OR 12/ wherein R 12 and R 13 are the same or 
different and independently selected from the group consisting of hydrogen, Cl 6 -alkyl 
C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyc.y, and heterocyclyl 
or wherein R 12 and R 13 , together with the nitrogen atom to which they are attached 
form a heterocyclic or heteroary. ring, each C, 6 -a.ky lf C 2 . 6 -a.kenyl, C 4 . 6 -a.kadienyl, C 2 6 - 
alkynyl, ary., heteroaryl, carbocyclyl and heterocyclyl substituent being optionally 
substituted with one or more, same or different substituents selected from the group 
cons 1S ting of hydrogen, hydroxy, C, 4 a.kyl, C, 4 a«koxy, nitro, cyano, amino, oxo, 
halogen, trihalomethyl, C^a.kylthio, C, 4 a.ky.amino, C^a.koxycarbonyl, carboxy - 
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CONH 2 , S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocyclyl, said aryl, heteroaryl, 
heterocyclyl or carbocyclyl being optionally substituted with one or more of hydrogen, 
hydroxy, C^alkyl, C 1 . 4 alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, Q./ 
alkylthio, C^alkylamino, C^alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 ; and 
R 6 " is hydrogen, heterocyclyl, heteroaryl, -C(0)R 23 , -S(0) 2 R 23 , -C(0)OR 23 or' C, 6 alkyl 
optionally substituted with heterocyclyl, heteroaryl or -C(0)OR 23 , wherein R 23 is 
hydrogen, Chalky!, aryl, heteroaryl or heterocyclyl. 

27. The use of claim 26 wherein, in the compound of formula IV, R 2 , R 3 , r 5 Rfi and 
X are as indicated in claim 2, and Rl », R 2 ", R 3 » r 4 - and r 5 » are the same Qr djfferent 
and independently selected from the group consisting of with Chalky), C^alkoxy, 
aryl, heteroaryl, aryloxy, Q.^alkylaryl, C^alkylaryloxy, halogen, trihalomethyl a ' 
sugar residue, S(0)R 18> S(0) 2 R 18 , S(0) 2 NR 18 R 19 , S (0) 3 R 18 , SR 18 , ND 2 , NR 18 R 19 , OR 18 , CN 
CH 2 OH, C(0)R 18 , C(0)OR 18 , OC(0)R 18 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 and C(0)NR 18 R 19 
wherein R 18 is hydrogen, C, 5 alkyl, heteroaryl or aryl, said C, 6 alkyl, heteroaryl or aryl 
be.ng optionally substituted with hydroxy or NR 26 R 27/ wherein R 26 and R 27 are 
independently hydrogen or C, 6 alkyl or, together with the nitrogen atom to which they 
are attached, form a heteroaryl or heterocyclic ring, R 19 is hydrogen, Cl . 6 alkyl or aryl, 
and n is 0-3; and R 6 " is hydrogen, C « alkyl, heteroaryl, heteroaryl- Cl . 6 alkyl, C(0)R 18 
20 C(O)0R 18 or S(0) 2 R 18 , wherein R 18 is as indicated above. 

28. The use of claim 26 wherein, in the compound of formula IV, R 5 " is hydrogen or Cl 6 
alkyl. 

25 29. The use of claim 26 wherein, in the compound of formula IV, R 6 » is hydrogen or Cl 6 
alkyl. 

30. The use of claim 26 wherein, in the compound of formula IV, R 5 is hydrogen 
hydroxy, C(0)R 14 or C(0)0R 14 , wherein R 14 is as defined in claim 1. 



15 



30 



31. The use of claim 26 wherein the compound is selected from the group consisting of 

S-flH-mdol-S-ylmethyleneJ-l^-dihydro-indol^-one (Compound 57) 

[3-(2-oxo-l,2-dih y dro-indol-3-ylidenemethyl)-indol-l-y|]-acetic acid methyl ester 
(Compound 24) 

35 [3-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-indol-l-y|]-acetic acid ethyl ester 
(Compound 25) 

[3-(2-oxo-l,2-d i hydro-indol-3-ylidenemethyl)-indol-l-y| ] -acetic acid (Compound 26) 
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3-[3-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-indol-l-yl]-propionic acid ethyl ester 
(Compound 27) 

3-[3-(2-oxo-l,2-dihydro-jndol-3-ylidenemethyl)-indol-l-yl]-propionic acid (Compound 
28) 

3-[l-(2-chloro-thiazol-5-ylmethyl)-lH-indol-3-ylmethylene]-l,3-dihydro-indol-2-one 
(Compound 29) 

3-(l-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 30) 

3-(l-propyl-lH-indol-3-ylmethyiene)-l,3-dihydro-indol-2-one (Compound 31) 

3-(lH-indol-3-ylmethylene)-2-oxo-2,3-dihydro-indole-l-carboxylic acid tert-butyl ester 
(Compound 40) 

l-hydroxy-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 47) 

(l-Methyl-lH-indol-3-yl)-(2-oxo-l,2-dihydro-indol-3-ylidene)-acetic acid (Compound 
56) 

3-(2-phenyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 58) 

3-(l-methyl-2-phenyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 
59) 

3-[2-(4-chloro-phenyl)-lH-indol-3-ylmethylene]-l,3-dihydro-indol-2-one (Compound 
60) 

3-(2-naphthalen-2-yl-iH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 61) 
5-chloro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 62) 
3-(5-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indo!-2-one (Compound 63) 
5 / 7-difluoro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 64) 

5- bromo-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 65) 

6- fluoro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 66) 

6- bromo-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 67) 

5-hydroxy-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 68) 

3-(4,5,6 / 7-tetrafluoro-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 
69) 

3-(6-fluoro-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 70) 

3-[2-(4-chloro-phenyl)-5-nitro-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one 
(Compound 71) 

7- bromo-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 72) 
3-(6-methyl-iH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 73) 
3-(7-methyl-iH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 74) 
3-(2-methyl-iH-indol-3-ylmethylene)-l / 3-dihydro-indol-2-one (Compound 75) 
3-(5-fluoro-l-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 76) 
3-(5-fluoro-lH-indol-3-ylmethylene)-l f 3-dihydro-indol-2-one (Compound 77) 
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3-(5-methoxy-lH-indol-3-ylmethylene)-l / 3-dihydro-indol-2-one (Compound 78) 

3-(5-benzyloxy-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 79) 

3-(6-methoxy-lH-indol-3-ylmethylene)-l < 3-dihydro-indol-2-one (Compound 80) 

3-(5-methoxy-l-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 
81) 

3-(6-methoxy-l-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 
82) 

3-(4-benzyloxy-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 83) 

3-(lH-indol-3-ylmethylene)-2-oxo-2,3-dihydro-lH-indol-6-carbonitrile (Compound 84) 

3-(lH-indol-3-ylmethylene)-2-oxo-2,3-dihydro-lH-indol-7-carbonitrile (Compound 85) 

3-(lH-indol-3-ylmethylene)-2-oxo-2 / 3-dihydro-lH-indol-5-carbonitrile (Compound 86) 

7-fluoro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 87) 

3-(lH-indol-3-ylmethylene)-6-trifluoromethyl-l,3-dihydro-indol-2-one (Compound 88) 

3-(lH-indol-3-ylmethylene)-6-methanesulfonyl-l,3-dihydro-indol-2-one (Compound 
89) 

3-(lH-indol-3-ylmethylene)-5-trifluoromethyl-l,3-dihydro-indol-2-one (Compound 90) 
3-(lH-indol-3-ylmethylene)-5,6-dimethoxy-l,3-dihydro-indol-2-one (Compound 91) 
4 / 5-difIuoro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 92) 
3-(lH-indol-3-ylmethylene)-5-methoxy-l,3-dihydro-indol-2-one (Compound 92A) 
6-chloro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 93) and 

3-[l-Methyl-2-(4-methyl-piperazin-l-yl)-lH-indol-3-ylmethylene]-l,3-dihydro-indol-2- 
one (Compound 94) 

32. A method of preventing, treating or ameliorating multiple sclerosis, or delaying the 
onset of or reducing the relapse rate in multiple sclerosis, the method comprising 
administering, to a patient in need thereof, a pharmacologically effective amount of a 
compound of general formula I 
R 




wherein 



Ri, R 2 , R 3 and R, are the same or different and independently selected from the group 
consisting of hydrogen, halogen, trihalomethyl, C^-alkyl, C 2 . 12 -alkenyl, C 4 . 12 - 
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alkad,enyl, C 6 , 2 -alkatrienyl, C 2 . 12 -alkynyl, hydroxy, carboxy, formyl, aryl, heteroaryl 
carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, -OR 10 - ' 
C(O)R 10 , -C(O)OR 10 , OC(O)R 10 , -NR 10 R n , -C(O)NR 10 R u , -NHC(O)R l0/ - S R 10< - S (O)R 10 - 
S(O) 2 R 10 , -S(O) 2 NR 10 R„ and -S(O)OR 10 , wherein R 10 and R u are the same or different 
and independently selected from the group consisting of hydrogen, Cl . 12 -alkyl C 2 12 - 
alkeny., C 4 . l2 -a,kadienyl, C 6 . 12 -a.katrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl 
and heterocyclyl, or wherein R 10 and R n , together with the nitrogen atom to which they 
are attached form a heterocyclic or heteroary, ring, each of C, 12 -a,ky,, c, 12 -a,kenyl, C 4 
l2 -alkad.enyl, C 6 . 12 -a,katrieny>, C 2 . 12 -a,kynyl, aryl, heteroaryl, carbocyclyl and 
heterocyclyl being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, halogen, triha.omethy. Q 
s-alkyl, C, 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, hydroxy, carboxy, formyl aryl 
heteroary,, carbocyc.y,, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido - 
OR 12 , -C(0)R 12 , -C(0)OR 12 , -OC(0)R 12 , -NR 12 R 13 , -C(0)NR 12 R 13 , -NHC(0)R 12 , -SR 12 - ' 
S(0)R 12 , - S (0) 2 R 12 , -S(0) 2 NR 12 R 13 and -S(0)OR I2 , wherein R 12 and R 13 are the same or 
d.fferent and independently selected from the group consisting of hydrogen, Cl 6 -a.ky. 
C 2 . 6 -a.kenyl, C 4 . 6 -a.kadieny,, C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyc.y. and heterocyclyl 
or wherein R 12 and R 13 , together with the nitrogen atom to which they are attached ' 
form a heterocyclic or heteroary, ring, each C, 6 -a,ky,, C, 6 -a.kenyl, C 4 . 6 -a,kadienyl, C 2 6 - 
alkynyl, aryl, heteroary,, carbocyc.y, and heterocyclyl substituent being optional.y 
substituted with one or more, same or different substituents se.ected from the group 
con Sl sting of hydrogen, hydroxy, Chalky., C, 4 a,koxy, nitro, cyano, amino, oxo 
halogen, triha.omethy,, C, 4 a.ky.thio, C,. 4 alkylamino, c M a.koxycarbony,, carboxy - 
CONH 2 , S(0)NH 2 , aryl, heteroary,, heterocycly, or carbocyclyl, said aryl, heteroaryl' 
heterocyclyl or carbocyclyl being optionally substituted with one or more of hydrogen 
hydroxy, C, 4 alkyl, C, 4 a.koxy, nitro, cyano, amino, oxo, halogen, trihalomethy. Cl / 
alkylth.o, C, 4 alkylamino, C^alkoxycarbonyl, carboxy, -CONH 2 or -S(0)IMH 2 - 
XisOorS; - i j 2, 

Rs is hydrogen, hydroxy, C, 6 a,ky., C 2 . 6 alkenyl, C 2 . 6 a,kyny,, cyCoa.ky,, heterocydy, ary, 
heteroaryl, C, 6 a.koxy, carbonyl, carboxy, amido, thioamido, guanyl, guanidinyl 
ure,dy,, su.fonyl, triha.omethanesu.fony,, - C (0)0R 14 , - C (0)R 14 , wherein R 14 is hydrogen 
CLgalkyl, C 2 . 6 alkenyl, C 2 . 6 alkyny(, cyc.oalkyl or aryl; 

R 6 is hydrogen, Cl . 6 alkyl, cycloalkyl, ary,, heteroaryl, heterocyclyl, halogen -OR 7 - 
C(0)R 7 , -C(0)OR 7 , - N r 7 r 8 , S(0) 2 NR 7 R 8 , wherein R 7 and R 8 are independently hydrogen 
C, 6 a. y,, aryl or heterocydy., said C, 6 a,ky, or heterocycly, being o P tiona„y substituted' 
by heterocydy,, -or,. - C (0)R 7 or C(0)OR 7 , the 2ig2ag , ine indicatjng that thfi grQ 
denoted R 6 is present as the E- or Z-isomer; 
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A is phenyl or a monocyclic or bicyclic heteroaryl ring, optionally substituted at one or 
more positions with hydrogen, halogen, trihalomethyl, CWalkyl, C 2 . 12 -alkenyl, C 4 . 12 - 
alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, hydroxy, carboxy, formyl, aryl, heteroaryl, 
carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, -OR 10 , - 
C(O)R 10 , -C(O)OR 10 , OC(O)R 10 , -NR 10 Rii, -CCOJNRxoRn, -NHC(O)R 10 , -SR 10 , -S(O)R 10 , - 
S(O) 2 R 10 , -S(O) 2 NR l0 Rn and -S(O)OR 10 , wherein R 10 and R n are the same or different 
and independently selected from the group consisting of hydrogen, C nj-alkyl, C 2 . 12 - 
alkenyl, C 4 . l2 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl 
and heterocyclyl, or wherein R 10 and R Uf together with the nitrogen atom to which they 
are attached form a heterocyclic or heteroaryl ring, each of Q.^-alkyl, C 2 . 12 -alkenyl, C 4 . 
12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl and 
heterocyclyl being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, halogen, trihalomethyl, C u 
6 -alkyl, C 2 . 5 -alkenyl, C 4 . 6 -alkadienyl, C 2 - 5 -alkynyl, hydroxy, carboxy, formyl, aryl, 
heteroaryl, carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, - 
OR 12 , -C(0)R 12 , -C(0)OR 12 , -OC(0)R 12 , -NR 12 R 13 , -C(0)NR 12 R 13/ -NHC(0)R 12 , -SR 12 , - 
S(0)R 12> -S(0) 2 R 12 , -S(0) 2 NR 12 R 13 and -S(0)OR 12 , wherein R 12 and R 13 are the same or 
different and independently selected from the group consisting of hydrogen, C ^-alkyl, 
C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl, 
or wherein R 12 and R 13 , together with the nitrogen atom to which they are attached 
form a heterocyclic or heteroaryl ring, each CWaikyl, C 2 . 5 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 - 
alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl substituent being optionally 
substituted with one or more, same or different substituents selected from the group 
consisting of hydrogen, hydroxy, C^alkyl, C^alkoxy, nitro, cyano, amino, oxo, 
halogen, trihalomethyl, C x . 4 alkylthio, C,. 4 alkylamino, d- 4 alkoxycarbonyl, carboxy, - 
CONH 2 , S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocyclyl, said aryl, heteroaryl, 
heterocyclyl or carbocyclyl being optionally substituted with one or more of hydrogen, 
hydroxy, C M alkyl, Cj. 4 alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, d. 4 
alkylthio, d. 4 alkylamino, C^alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 ; the zigzag 
line indicating that the group denoted A is present as the E- or Z-isomer; 
or pharmaceutical^ acceptable salts thereof. 

33. The method of claim 32, wherein, in the compound of formula I, 
XisOorS; 

Ri, R 2 , R 3 and ^ are the same or different and independently selected from the group 
consisting of hydrogen, Chalky!, C^alkoxy, aryl, heteroaryl, aryloxy, C^alkylaryl, 
Cwoalkylaryloxy, halogen, trihalomethyl, S(0)R 18 , S(0) 2 R 18< S(0) 2 NR 18 R 19 , S(0) 3 R 18/ 
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SR 18 , NG 2 , NR 18 R 19 , OH, CN, C(0)R 18/ C(0)OR 18 , OC(0)R 18 , NHC(C)R 18 , (CH 2 ) n C(0) 2 R 18 
and C(0)NR 18 R 19 , wherein R 18 is hydrogen, Cl . 6 alkyl, heteroaryl or aryl, said Q 6 alkyl 
heteroaryl or aryl being optionai.y substituted with hydroxy or NR 26 R 27 , wherein R 26 and 
R 27 are mdependently hydrogen or Cl . 6 alkyl or, together with the nitrogen atom to 
which they are attached, form a heteroaryl or heterocyclic ring, R 19 is hydrogen, C, 
ealkyi or aryl, and n is 0-3; 

A is phenyl or a monocyclic or bicyclic heteroaryl ring selected from the group 
cons.sting of pyrrole, pyrazole, imidazole, 1,2,3-triazole, 1,2,4-triazole, oxazo.e 
-soxazole, thiazoie, isothiazole, 2-sulfonylfuran, 4-a.ky.furan, 1,2,3-oxadiazole 1 2 5- 
oxad.azole, 1,3,4-oxadiazole, 1,2,3,4-oxatriazole, 1,2,3,5-oxatriazole, 12 3- 
thiadiazole, 1,2,4-thiadiazo.e, 1,2,3,4-thiatriazole, 1,2,3,5-thiatriazo.e, tet'razole and 
mdole, optionai.y substituted at one or more positions with Chalky., Cl . 10 alkoxy, aryl 
heteroaryl, aryloxy, Cl . 10 alkylaryl, Cl . xo alkylaryloxy, halogen, trihalomethy., a sugar ' 
residue, S(0)R 18 , S(0) 2 R 18 , S(0) 2 NR 18 R 19 , S (0) 3 R 18 , SR 18 , NC 2 , NR 18 R 19 , QR 18< CN 
CH 2 0H, C(0)R 18/ C(0)OR 18 , OC(0)R 18 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 and C(0)NR :8 R 19 , 
wherein R 18/ R 19 and n are as indicated above; 
Rs is hydrogen or C^alkyl; and 
R6 is hydrogen. 

20 34. The method of claim 33 wherein, in the compound of formula I, R 5 is hydrogen. 

35. The method of claim 33 wherein, in the compound of formula I, X is oxygen. 

36. The method of claim 33 wherein, in the compound of formula I, R 6 is hydrogen or 
25 COOH. 



15 



30 



35 



37. The method of claim 33 wherein, in the compound of formula I, Rl , R 2# r 3 and r 4 
are the same or different and independently selected from hydrogen and C, 6 alkyl. 

38. The method of claim 33 wherein, in the compound of formula I, A is pyrrole, phenyl 
or indole, said pyrrole, phenyl or indole being optionally substituted at one or more 
pos.tions with Chalky., C, 10 alkoxy, aryl, heteroaryl, aryloxy, C, 10 a,ky.aryl, Cl 
alkylaryloxy, halogen, trihalomethyl, a sugar residue, S(0)R 18 S(0) 2 R 18 
S(0) 2 N RieRl9/ S(0)3Ri8/ SRi8> NOz; NRisRi9f CH2o ^ c(q)r ^ ^ 

OC(0)R I8 , NHC(0)R 18 , (CH 2)n C(0) 2 R 18 and C(0)NR 18 R 19 , wherein R 18 , R 19 and n are as 
indicated in claim 33. 
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39. The method of claim 38 wherein, in the compound of formula I, A is pyrrole 
substituted at position 3 and 5 with d- 6 alkyl, or at position 3 with C^alkyl and at 
position 5 with CH 2 OH, COOH or a sugar residue, or or at position 3 and 5 with Chalky! 
and at position 4 with halogen, or at position 5 with dO)0-d- 6 alkyl, and at position 3 
with d-ealkyl. 



40. The method of claim 38 wherein, in the compound of formula I, A is phenyl 
substituted at position 2 and 5 with d-e alkyl, C^alkoxy, halogen, d-e alkyl-NR 26 R 27/ 
NH-d. 6 alkyl-NR 26 R 27 or O-d-s alkyl-NR 26 R 27 , wherein R 26 and R 27 are independently 
hydrogen or d-e alkyl or, together with the nitrogen atom to which they are attached, 
form a heteroaryl or heterocyclic ring. 

41. The method of claim 38 wherein, in the compound of formula I, A is indole. 

42. The the method of claim 38 wherein the compound is 3-(3,5-dimethyl-lH-pyrrol-2- 
yl-methylene)-l,3-dihydro-indol-2-one. 

43. The method of claim 38 wherein the compound is 3-(2,5-dimethoxy-benzylidene)- 
l,3-dihydroindol-2-one. 

44. The method of claim 38 wherein the compound is 3-(lH-indol-3-ylmethylene)-l,3- 
dihydroindol-2-one. 



45. The method of claim 32 wherein the compound is a compound of general formula II 
R i\ R „• 




II 

wherein R u R 2 , R 3 , R^, r 5 , r 6 and x are as indicated in claim 1, 
R 8 and R,' are independently hydrogen, hydroxy, d. 6 alkyl, C 2 - 6 alkenyl, d-ealkynyl, 
cycloalkyl, heterocyclyl, aryl, heteroaryl, d. 6 alkoxy, carbonyl, carboxy, amido, 
thioamido, guanyl, guanidinyl, ureidyl, sulfonyl, trihalomethanesulfonyl, -PO(OR)(OR'), 
wherein R and R' are independently selected from hydrogen or d. 6 alkyl, , -OR 10 , - 
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C(O)R 10/ -C(O)OR 10 , OC(O)R 10> OC(O)OR 10 , -NR 10 R n , -C(O)NR l0 R u , -OC(O)NR 10 R n - 
OC(0)NR R U , - NH C(O)R 10 , -SR 10 , -S(O)R 10 , -S(O) 2 R 10 , -S(O )a NR 10 R u , - S (O)OR 10 a'nd 
CH 2 -aryl-OR 10 , wherein R 10 and R n are the same or different and independently 
selected from the group consisting of hydrogen, C, 12 -alkyl, C 2 . 12 -a.kenyl, Q 12 - 
a.kad.enyl, C 6 . 12 -aikatrieny., C, 12 -a,kynyl, aryl, heteroaryl, carbocyc.y. and heterocyclyl 
or wherein R 10 and R 1X , together with the nitrogen atom to which they are attached ' 
form a heterocydic or heteroary, ring, each of C, 12 -a.ky,, C, 12 -a,keny,, C 4 . 12 -a,kadieny,, 
C 6 . 12 -alkatr,enyl, C, 12 -a.kynyl, aryl, heteroaryl, carbocyc.yl and heterocyc.y. being 
optionally substituted with one or more, same or different substituents selected from 
the groU p consisting of hydrogenj ha|ogen> trjha(omethy(f ^ C2 . 5 . alkeny|/ Q 

alkad.eny,, C, 6 -a,kyny,, hydroxy, carboxy, formyl, ary,, heteroaryl, carbocyc.y. 
heterocycly., amino, carbamoyl, cyano, guanidino, carbamido, -OR 12 - C (0)R 2 '- 

C iR )0R ^° D C( ° )Rl2 ' OC( ° )ORl2 ' ' NRl2Rl3 ' " C(0)NR ^- -OC(0)NR 12 R 13 , -NHC(0)R 12 , 
-SR 12 , -S(0)R 12 , - S (0) 2 R 12 , -S(0) 2 NR 12 R 13 and -S(0)OR 12 , wherein R 12 and R 13 are the 
same or different and independently se.ected from the group consisting of hydrogen 
C, 6 -a.kyl, C, 6 -a.keny., C 4 . 6 -a.kadienyl, C, 6 -a.kynyl, aryl, heteroaryl, carbocycly. and 
heterocycly,, or wherein R 12 and R 13 , together with the nitrogen atom to which they are 
attached form a heterocydic or heteroary. ring, each C, 6 -a.kyl, C 2 . 6 -a.kenyl, C 4 6 - 
alkad.enyl, C, 6 -a.kyny,, aryl, heteroaryl, carbocyc.y. and heterocyc.y. substituent being 
optionally substituted with one or more, same or different substituents se.ected from 
the group consisting of hydrogen, hydroxy, C, 4 a.kyl, Q. 4 a.koxy, nitro, cyano, amino 
oxo, halogen, triha.omethy., C, 4 alky.thio, C, 4 a.ky.amino, C^a.koxycarbony,, carbox'y 
-CONH 2 , -S(0)NH 2 , ary., heteroary., heterocyc.y, or carbocyc.y., said ary., heteroary. ' 
heterocyclyl or carbocydy. being o P tiona.,y substituted with one or more of hydrogen 
hydroxy, C, 4 a,ky,, C, 4 a.koxy, nitro, cyano, amino, oxo, ha.ogen, triha.omethy,, C 14 ' 
a.kylth.0, Q. 4 a.ky.amino, C^alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 - - 
C(R 24 R 25 )-OR 16 or -OC(0)R 16 , wherein R 16 is hydrogen, C, 6 a.kyl, ara.ky,, acy. or - 
PO(OR)(OR'), -C(R 24 R 25) - NR26R27> wherein R24 js hy(Jrogen/ Q ^ a|ky( ^ ary|; R ^ . s 

hydrogen, and R 26 and R 27 are independently hydrogen or C, 6 alky, or, together with 
the mtrogen atom to which they are attached, form a heteroary. or heteroary, ring 
optionally substituted with hydrogen, hydroxy, Cl . 4 a,ky,, C, 4 a.koxy, nitro, cyano 
am.no, oxo, halogen, triha.omethy,, C, 4 alky.thio, C, 4 a.ky.amino, C, 4 a.koxycarbony, 

7r°.Tr^ NH2 ° r * SCO)NH2; " NR2 ° R21 ' ■°^^> -^(CH 2 ) m NR 20 R 21/ - ' 
o 2 1 I T - N(CH2)mC( ° )R22 " Wh6rein m is 0, 1, 2 or 3, R 20 and R 21 are the same 
or d fferent and independently se.ected from the group consisting of hydrogen, C, . 
a.ky cyc.oa.ky,, ary,, carbony,, acetyl, triha.omethy.carbony,, carboxy, su.fony. or 
tnha.omethanesu.fony,, or R 20 and R 21 together with the nitrogen atom to which they 
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are attached form a heterocyclic or heteroaryl ring, and R 22 is hydroxy, C,. 6 alkoxy, 
aryloxy, amino, hydroxylamino, carboxy or -NR 20 R 21 , wherein R 20 and R 21 are as 
indicated above; and 

Ri', R 2 ' and R 3 ' are the same or different and independently selected from the group 
consisting of hydrogen, halogen, trihalomethyl, C^-alkyl, C 2 . 12 -alkenyl, C 4 . 12 - 
alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, hydroxy, carboxy, formyl, aryl, heteroaryl, 
carbocyciyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamide, -OR 10 , - 
C(O)R 10 , -C(O)OR 10 , OC(O)R 10 , -NR 10 R n> -C(O)NR 10 R n , -NHC(O)R 10 , -SR 10 , -S(O)R 10 , - 
S(O) 2 R 10 , -S(O) 2 NR 10 R 11 and -S(O)OR 10 , wherein R 10 and R n are the same or different 
and independently selected from the group consisting of hydrogen, C,. l2 -alkyl, C 2 . 12 - 
alkenyl, C 4 - 12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyciyl 
and heterocyclyl, or wherein R 10 and R„, together with the nitrogen atom to which they 
are attached form a heterocyclic or heteroaryl ring, each of C^.-alkyl, C 2 . 12 -alkenyl, C 4 . 
12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyciyl and 
heterocyclyl being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, halogen, trihalomethyl, C,. 
s-alkyl, C 2 . 6 -alkenyl, C 4 . 5 -alkadienyl, C 2 . 6 -alkynyl, hydroxy, carboxy, formyl, aryl, 
heteroaryl, carbocyciyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamide, - 
OR 12 , -C(0)R 12 , -C(0)OR 12 , -OC(0)R 12 , -NR 12 R 13 , -C(0)NR 12 R 13 , -NHC(0)R 12 , -SR 12 , - ' 
S(0)R 12 , -S(0) 2 R 12 , -S(0) 2 NR 12 R 13 and -S(0)OR 12 , wherein R 12 and R 13 are the same or 
different and independently selected from the group consisting of hydrogen, C^-alky!, 
C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyciyl and heterocyclyl, 
or wherein R 12 and R 13 , together with the nitrogen atom to which they are attached 
form a heterocyclic or heteroaryl ring, each C^-alkyl, C 2 . 15 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 
e-alkynyl, aryl, heteroaryl, carbocyciyl and heterocyclyl substituent being optionally 
substituted with one or more, same or different substituents selected from the group 
consisting of hydrogen, hydroxy, C^alkyl, C^alkoxy, nitro, cyano, amino, oxo, 
halogen, trihalomethyl, C^alkylthio, C^alkylamino, C^alkoxycarbonyl, carboxy, - 
CONH 2 , S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocyciyl, said aryl, heteroaryl, 
heterocyclyl or carbocyciyl being optionally substituted with one or more of hydrogen, 
hydroxy, C 1 . 4 alkyl, C^alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, Q. 4 
alkylthio, d- 4 alkylamino, C^alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 . 

46. The method of claim 45 wherein, in the compound of formula II, R u R 2 , R 3/ R., r s 
R 6 and X are as indicated in claim 33, and R/, R 2 < and R 3 ' are the same or different and 
independently selected from the group consisting of with C^palkyl, Q.^alkoxy, aryl, 
heteroaryl, aryloxy, C^alkylaryl, Q.^alkylaryloxy, halogen, trihalomethyl, a sugar' 



WO 2005/058309 



173 



PCT/DK2004/000875 



residue, S(0)R 18/ S(0) 2 R 18/ S(0) 2 NR 18 R 19 , S(0) 3 R 18 , SR 18 , N0 2 , NR 18 R 19 , OR 18 , CN, 
CH 2 OH, C(0)R 18 , C(0)OR 18 , OC(0)R 18 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 and C(0)NR 18 R 19 , 
wherein R 18 is hydrogen, Chalky!, heteroaryl or aryl, said C ue alkyl, heteroaryl or aryl 
being optionally substituted with hydroxy or NR 26 R 27 , wherein R 26 and R 27 are 
5 independently hydrogen or d-e alkyl or, together with the nitrogen atom to which they 
are attached, form a heteroaryl or heterocyclic ring, R 19 is hydrogen, d- 6 alkyl or aryl, 
and n is 0-3. 

47. The method of claim 46 wherein, in the compound of formula II, R 1# R 2 , R 3 and R4 
10 are the same or different and independently selected from hydrogen, halogen and C x . 

6 alkyl, or R 2 is hydroxy or heteroaryl, such as pyridyl, or a group C(O)R 20 , wherein R 20 
is heteroaryl, such as pyridyl or thienyl, and R lt R 3 and R 4 are hydrogen. 

48. The method of claim 46 wherein, in the compound of formula II, R x ', R 2 ' and R 3 ' are 
15 the same or different and independently selected from hydrogen, halogen, Ci- 6 alkyl, Ci- 

6 alkoxy, CH 2 OH, C(0)OR 18 or C(0)NR 18 R 19 , wherein R 18 and R 19 are as defined in claim 
46. 

49. The method of claim 45 or 46 wherein, in the compound of formula II, R x ' and R 3 ' 
20 are both d. 6 alkyl, in particular methyl, and R 2 ' is hydrogen, or wherein Rj' is Chalky! 

and R 3 ' is d- 6 alkoxy, CH 2 OH, C(O)0R 18 or C(0)NR 18 R 19 , wherein R 18 and R 19 are as 
defined in claim 46, or wherein R x ' and R 3 ' are both d- 6 alkyl, in particular methyl, and 
R 2 ' is halogen, in particular chloro or bromo, or wherein R/ is C^alkyl and R 3 ' is 
CfOJO-d-ealkyl, or wherein R/ is d-ealkyl and R 3 ' is C(0)NH-d_ 6 alkyl substituted with 
25 hydroxy. 

50. The method of claim 45 wherein, in the compound of formula II, R 8 and R 4 ' are 
independently hydrogen, hydroxy, -PO(OR)(OR'), -OR 10 , -C(O)OR 10 , -C(O)NR 10 R 11 , - 
C(0)R 14 , -C(R 24 R 25 )OR 16 , -OC(0)R 15 or -C(R 24 R 25 )NR 26 R 27 , wherein R, R', R 10/ R llf R 14/ 

30 R 16 , R 24 , R 25 , R 26/ R 27 are as defined in claim 45. 



51. The method of claim 45 wherein the compound is selected from the group 
consisting of 

35 3-(3,5-DimethyMH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one (Compound 226) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
ethyl ester (Compound 01) 
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4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylicacid (2- 
hydroxy-ethyl)-amide (Compound 02) 

3- (5-hydroxymethyl-3-methyl-lH-pyrrol-2-ylmethylene)-l ( 3-dihydro-indol-2-one 
(Compound 03) 

l-[4-methyl-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrol-2-ylmethyl)- 
pyrridinum; chloride (Compound 04) 

4- methyl-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
(Compound 05) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylicacid (2- 
diethylamino-ethyl)-amide (Compound 06) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (2- 
methoxy-ethyl)-amide (Compound 07) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid [3- 
(l-formyl-piperidin-4-yl)-propyl]-amide (Compound 08) 

4-{[4-methyl-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carbonyl]- 
amino}-butyric acid methyl ester (Compound 09) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (6- 
hydroxy-hexyl)-amide (Compound 10) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
cyclohexylmethyl-amide (Compound 11) 

4-methyl-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (4- 
hydroxy-butyl)-amide (Compound 12) 

6-C[4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carbonyl]- 
amino}-hexanoic acid ethyl ester (Compound 13) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid 
(tetrahydro-furan-2-ylmethyl)-amide (Compound 14) 

4-methyl-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid [2- 
(lH-indol-3-yl)-ethyl]-amide (Compound 15) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (3- 
phenyl-propyl)-amide (Compound 16) 

4-methyl-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid (4- 
phenyl-butyl)-amide (Compound 17) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-iH-pyrrole-2-carboxylic acid (5- 
hydroxy-pentyl)-amide (Compound 18) 

4-{[4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carbonyl]- 
amino>-butyric acid ethyl ester (Compound 19) 
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4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylic acid [1- 
(4-chloro-phenyl)-cyclopropylmethyl]-amide (Compound 20) 

4-methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-iH-pyrrole-2-carboxylic acid 
benzyl ester (Compound 21) 

3-(4-bromo-3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one 
(Compound 22) 

3-(4-chloro-3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l / 3-dihydro-indol-2-one 
(Compound 23) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-(4-methoxy-ben 2 yl)-i,3-dihydro-indol-2- 
one (Compound 41) 

S^S^-Dimethyl-lH-pyrrol^-ylmethyleneJ-l-methyl-l^-dihydro-indol^-one 
(Compound 42) 

acetic acid 3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-2-oxo-2,3-dihydro-indol-l- 
ylmethyl ester (Compound 43) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-hydroxy-l / 3-dihydro-indol-2-one 
(Compound 45) 

3-(4-bromo-3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-hydroxy-l,3-dihydro-indol-2-one 
(Compound 46) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-methoxy-l,3-dihydro-indol-2-one 
(Compound 49) 

acetic acid 3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-2-oxo-2,3-dihydro-indol-l-yl 
ester (Compound 51) 

2- {3-[3-(3 > 5-dimethyl-lH-pyrrol-2-ylmethylene)-2-oxo-2 / 3-dihydro-indol-l-yloxy]- 
propyl}-isoindole-l,3-dione (Compound 52) 

2 / 4-Dimethyl-5-(2-oxo-l,2-dihydro-indol-3-yiidenemethyl)-lH-pyrrole-3-carboxylic 
acid (2-diethylamino-ethyl)-amide (Compound 227) 

5-(5-Fluoro-2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-2,4-dimethyl-lH-pyrrole-3- 
carboxylic acid (2-diethylamino-ethyl)-amide (Compound 228) 

(3,5-dimethyl-lH-pyrrol-2-yl)-(2-oxo-l / 2-dihydro-indol-3-ylidene)-acetic acid 
(Compound 229) 

3- [2 < 4-Dimethyl-5-(2-oxo-l # 2-dihydro-indol-3-ylidenemethyl)-lH-pyrrol-3-yl]-propionic 
acid (Compound 230) 

3-(3 / 5-dimethyl-lH-pyrrol-2-ylmethylene)-4-iodo-l,3-dihydro-indol-2-one (Compound 
231) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-5-methoxy-l,3-dihydro-indol-2-one 
(Compound 232) 
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5-chloro-3-(3-methoxy-lH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one (Compound 
233) 

3- (3-methoxy-lH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one (Compound 234) 

S-tS^^chloro^-oxo-l^-dihydro-indol-S-ylidenemethyO^^-dimethyl-lH-pyrrol-S-yl]- 
propionic acid (Compound 235) 

4- chloro-3-(3,5-dimethyMH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one 
(Compound 236) 

4- chloro-3-(3-methoxy-lH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one (Compound 
237) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-2-oxo-2,3-dihydro-lH-indole-4-carboxylic 
acid (Compound 238) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-5-pyridin-3-yl-l,3-dihydro-indol-2-one 
(Compound 239) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-5-pyridin-3-yl-l,3-dihydro-indol-2-one; 
methanesulfonic acid (Compound 240) 

5- pyridin-3-yl-3-(lH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one (Compound 241) 

5-pyridin-3-yl-3-(lH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one; methanesulfonic 
acid (Compound 242) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-5-hydroxy-l f 3-dihydro-indol-2-one 
(Compound 243) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-5-fluoro-l,3-dihydro-indol-2-one 
(Compound 244) 

3- (l-methyl-lH-indol-2-ylmethylene)-l,3-dihydro-indol-2-one (Compound 245) 

2 / 4-dimethyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-3-carboxylic acid 
ethyl ester (Compound 246) 

4- methyl-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-lH-pyrrole-2-carboxylicacid 
pyridin-4-ylmethyl ester (Compound 263) 

(3,5-dimethyl-iH-pyrrol-2-yl)-(2-oxo-l,2-dihydro-indol-3-ylidene)-acetic acid benzyl 
ester (Compound 264) 

3-(3,5-dimethyl-lH-pyrrol-2-ylmethylene)-l-pyrrolidin-l-ylmethyl-l,3-dihydro-indol-2- 
one (Compound 266) 

3-(3 / 5-dimethyl-lH-pyrrol-2-ylmethylene)-l-(4-methyl-piperazin-l-ylmethyl)-i / 3- 
dihydro-indol-2-one (Compound 267) and 

3-(3 / 5-dimethyl-lH-pyrrol-2-ylmethylene)-l-piperidin-l-ylmethyl-l,3-dihydro-indol-2- 
one (Compound 268) 



52. The method of claim 32, wherein the compound is a compound of formula 
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wherein R„ R, r 3 . r,, Rj Rs and x are as indlcated |n ^ ^ ^ 
' R. . RA R,". R." and R 5 » are the same or different and independently selected from the 

IZeTc °l hVdr09en ' ha ' 09e "' trlhal ° TOthV '' ' * ~ C 

a, k ad,eny, C^-alKatneny,, WalKyny,, hydroxy, carboxy, formyi, aryi, hate " 

c rbocyclyl. he.erocyclyl, amino, carbamoyl, cyano, guanidino, carb jdo -OR 

a d d'"' T " S<0)0R '"' " herein *» R " are th * -»» « ^ ' 

and .ndependently selected from the group consisting of hydrogen C alkvl r 

2 at ZZT or : herein R, ° and R - t09ether with ,he — - 

are attached form a heterocyclic or heteroary, ring, each of c^-alKyl, c 2 ,,-alkeny, c 
r^adieny, c.-al.atnanyl, CV, 3 -a, k yny,, ary, heteroary,, carbocy ,y a d " ' " 
he e ocyCy, being optionaiiy substituted with one or more, same or different 

-X' "TIT™ the 9roup consistln9 o,h ^ hai — C, 

. a'kyl, C.-alKeny,, C^-aiicadienyi, CWalkynyl, hydroxy, carboxy, formy, aryi 

ha or n ry o r rbOCydy '' he,er ° Cydy '' cyano, guanidino arbamido 

SRu, S(0)R„, -s(0) jRl2 , -S(0> ; NR 1; R 13 and -S(0)OR, 3 , wherein R„ and R l3 are the 
same or d, ff eren, and independent* seiected from the group consislg of h drog „ 
C.-s-alKy, C ; . 6 -a,lceny,. CV 6 -a, k ad,eny,, c, 6 -a, k yn yl . ary,, heteroary,, carbocyci^and 
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-CONH 2 , -S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocydyl, said aryl, heteroaryl, 
heterocyclyl or carbocydyl being optionally substituted with one or more of hydrogen, 
hydroxy, C x . 4 alkyl, d-4 alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, d-4 
alkylthio, C,. 4 alkylamino, d- 4 alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 . 

53. The method of claim 52 wherein, in the compound of formula III, R 2 , R 3 , r,, r 5 r 6 
and X are as indicated in claim 31, and R t ", R 2 ", R 3 ", r 4 " and R 5 " are the same or 
different and independently selected from the group consisting of with d. 10 alkyl, d-,o 
alkoxy, aryl, heteroaryl, aryloxy, C wo alkylaryl, d-io alkylaryloxy, halogen, 
trihalomethyl, a sugar residue, S(0)R 18 , S(0) 2 R 18 , S(0) 2 NR 18 R 19 , S(0) 3 R 18 , SR 18 , N0 2 , 
NR 18 R 19 , OR 18 , CN, CH 2 OH, C(0)R 18 , C(0)OR 18/ OC(0)R 18 , NHC(0)R 18 , (CH 2 ) n C(0) 2 R 18 
and C(0)NR 18 R 19 , wherein R 18 is hydrogen, d-6 alkyl, heteroaryl or aryl, said d- 6 alkyl, 
heteroaryl or aryl being optionally substituted with hydroxy or NR 26 R 27/ wherein R 26 and 
R 27 are independently hydrogen or d-e alkyl or, together with the nitrogen atom to 
which they are attached, form a heteroaryl or heterocyclic ring, R 19 is hydrogen, d-e 
alkyl or aryl, and n is 0-3. 

54. The method of claim 53 wherein, in the compound of formula III, R 2 " and R 5 " are 
the same or different and independently are d-e alkyl, in particular methyl, or d-e 
alkoxy, in particular methoxy, or halogen, in particular chloro or bromo. 

55. The method of claim 52 wherein, in the compound of formula III, R 5 is hydrogen, 
hydroxy, C(0)R 14 or C(0)0R 14 , wherein R 14 is as defined in claim 32. 

56. The method of claim 52, wherein the compound is selected from the group 
consisting of 

3-(2,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 110) 

3-(5-dimethylaminomethyl-2-methoxy-benzylidene)-l,3-dihydro-indol-2-one 
(Compound 32) 

3-{2-[(2-dimethylamino-ethyl)-methyl-amino]-5-methoxy-benzylidene}-l,3-dihydro- 
indol-2-one (Compound 33) 

3-{4-[(2-dimethylamino-ethyl)-methyl-amino]-3',5'-dimethyl-biphenyl-3-ylmethylene}- 
l,3-dihydro-indol-2-one (Compound 34) 

3-(2-dimethylaminomethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 35) 

3-[2-(2-diethylamino-ethoxy)-5-methoxy-benzylidene]-l,3-dihydro-indol-2-one 
(Compound 36) 



WO 2005/058309 



179 



PCT/DK2004/000875 



3-[2-(2-diethylamino-ethoxy)-5-methoxy-benzylidene]-l,3-dihydro-indol-2-one; 
hydrochloride (Compound 37) 

3-[5-methoxy-2-(2-morpholin-4-yl-ethoxy)-benzylidene]-l,3-dihydro-indol-2-one 
(Compound 38) 

3-[5-methoxy-2-(2-piperidin-l-y|-ethoxy)-benzylidene]-l,3-dihydro-indol-2-one 
(Compound 39) 

l-acetyl-3-(2,5-dimethoxy-benzyiidene)-l,3-dihydro-indol-2-one (Compound 44) 
3-(2 / 5-dimethoxy-benzylidene)-l-hydroxy-i,3-dihydro-indol-2-one (Compound 48) 
3-(2,5-dimethoxy-benzylidene)-l-methoxy-l,3-dihydro-indol-2-one (Compound 50) 
3-(phenyl-4-tolyl-methylene)-l,3-dihydro-indol-2-one (Compound 53) 
3-[bis-(4-methoxy-phenyl)-methylen e ]-l,3-dihydro-indol-2-one (Compound 54) 
3-[l-(2,5-dimethoxy-phenyl)-ethylidene]-l,3-dihydro-indol-2-one (Compound 55) 
3-(4-hydroxy-3,5-dimethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 95) 
3-(3,5-di-tert-butyl-4-hydrox y -benzylidene)-l / 3-dihydro-indol-2-one (Compound 96) 
3-(4-bromo-benzylidene)-l,3-dihydro-indol-2-one (Compound 97) 
3-(2-methyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 98) 
3-(2,4-dimethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 99) 
3-(2,6-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 100) 
3-(3/*-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 101) 
3-(4-chloro-benzylidene)-l,3-dih y dro-indol-2-one (Compound 102) 
3-(2,4-dimethyl-benzylidene)-l < 3-dihydro-indol-2-one (Compound 103) 
3-(2,5-dimethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 104) 
3-(2,6-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 105) 
3-benzylidene-l,3-dihydro-indol-2-one (Compound 106) 
3-(4-methoxy-benzylidene)-l / 3-dihydro-indol-2-one (Compound 107) 
3-(2,4-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 108) 
3-(3,5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 109) 
3-(3,4-dimethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 111) 
3-naphtalen-2-ylmethylene-l,3-dihydro-indol-2-one (Compound 112) 
3-naphtalen-l-ylmethylene-l,3-dihydro-indol-2-one (Compound 113) 
3-(2,3-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 1 14) 
3-(3-nitro-benzylidene)-l,3-dihydro-indol-2-one (Compound 115) 
3-(2-fluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 116) 
3-(3-methyl-benzylidene)-l,3-dih y dro-indol-2-one (Compound 117) 
3-(3-fluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 118) 
3-(4-fluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 119) 
3-anthracen-9-ylmethylene-l,3-dihydro-indol-2-one (Compound 120) 



WO 2005/058309 



180 



PCT/DK2004/000875 



10 



15 



3-(5-bromo-2-hydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 121) 

3-(2-hydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 122) 

5-chloro-3-(4-isopropy!-benzylidene)-l,3-dihydro-indol-2-one (Compound 123) 

5-chloro-3-(4-dimethylamino-benzylidene)-l,3-dihydro-indol-2-one (Compound 124) 

5-chloro-3-(3,4-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 125) 

5-chloro-3-(2,5-dimethoxy-benzylidene)-l / 3-dihydro-indol-2-one (Compound 126) 

5-Chloro-3-(2-chloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 127) 

5-chloro-3-(2,3-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 128) 

5-Chloro-3-(2,6-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 129) 

5-Chloro-3-(2-hydroxy-benzylidene)-l / 3-dihydro-indol-2-one (Compound 130) 

5-chloro-3-(4-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 131) 

5-chloro-3-(4-chloro-benzylidene)-l / 3-dihydro-indol-2-one (Compound 132) 

S-chloro-S-naphtalen-l-ylmethylene-l^-dihydro-indol^-one (Compound 133) 

5-chloro-3-(4-bromo-benzylidene)-l,3-dihydro-indol-2-one (Compound 134) 

5-chloro-3-(4-methyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 135) 

3-anthracen-9-ylmethylene-5-chloro-l,3-dihydro-indol-2-one (Compound 136) 

5-chloro-3-naphtalen-2-ylmethylene-l,3-dihydro-indol-2-one (Compound 137) 

5-chloro-3-(2,4-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 138) 

5-chloro-3-(2,4-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 139) 

5-chloro-3-(3,4-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 140) 

5-Chloro-3-(3,5-dimethoxy-benzylidene)-l / 3-dihydro-indol-2-one (Compound 141) 

5-chloro-3-(3,5-di-tert-butyl-4-hydroxy-benzylidene)-l,3-dihydro-indol-2-one 
(Compound 142) 

5-chloro-3-(3,4,5-trimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 143) 
25 3-benzylidene-5-Chloro-l,3-dihydro-indol-2-one (Compound 144) 

5-chloro-3-(3-hydroxy-benzylidene)-l / 3-dihydro-indo!-2-one (Compound 145) 
5-chloro-3-(2-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 146) 
5-chloro-3-(2-methyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 147) 
3-(3,5-dibromo-4-hydroxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 148) 
30 3-(3,4-difluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 149) 

3-(2-hydroxy-naphtalen-l-ylmethylene)-l / 3-dihydro-indol-2-one (Compound 150) 
3-(4-methyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 151) 
S-O^-dimethoxy-benzylideneJ-l^-dihydro-indol^-one (Compound 152) 
3-(3-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 153) 
3-(2-chloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 154) 
3-(3-chloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 155) 
3-(2,4-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 156) 
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3- 3,4-dich l oro-benzyHd e „a,-l,3-d l hydro- i ndo 1 -2-one (Compound 1S7) 
3 -(3-bromo-ben 2 ylidene)-l,3-dihyd TO -indol-2-one (Compound 158) 

3- 4-hyd TO xy-ben 2 y li dena). 1 ,3-d l hydro-mdo,-2-one (Compound 159) 
5 " , a hl ' d ™ y - benZy ' idene, - 1 ' 3 - di "Vdro-indo,-2-one (Compound ,60, 
3-(2 ; 4-d 1 hydroxy-benzy l ,dene)- 1 ,3-d l hydro- 1 „do 1 -2.on e (Compound 161) 

5-cb l o r o-3-(2,5-d i me,hoxy.banzy ll dane)- 1 .3-d i hyd ro ,ndo,-2-one (Compound 162, 
3- 3.4, -.nme th oxy-bonzy„dene,- 1 ,3-d lhy dm-,„do,-2-one (Comp und 6 

- 3 5-d,me oxy-b e n 2 y li dene,- 1 ,3-d,byd TO -,„do,-2.one (Compound 164, 
3- 2 ,3-d malhoxy -ban 2yll dana,-.,3-d,hyd ra -i„do,-2-one (Compound 165) 

3 (2 2h en " 1 " ylmethy,ene, - 1 - 3 ' dihydr0 - i " d0| - 2 -°- compound .66, 

3 2- m « h oxy-benzy ll dene)- 1 .3-d,hydro- 1 ndo 1 -2-one (Compound 167, 

3-4- h yd ro xy.3.metho X y.ben 2 y l ,dene,-l,3-dmyd ro - i ndo l -2-one(Compound 166, 
i ^■ 4 5 -; eth :-^^ d -=)-^-dmyd r o- i ndo,-2-one (Compound 69 

'-brnZ ' "dt: : XV ; benZV " de " e) - 1 ' 3 -' )i ^- i ndo l -2-o„e (Compound 17 0) 
7-broZ 3 of d,methOXy - ben ^ ide -)-1.3-d i hyd r o- i „do,-2-one (Compound 171 
3 ° d ' me,hOXy - ben2W ' dene '- 1 ' 3 - dit 'Vd TO - 1 ndo 1 -2-on e (Compound 72 

- d,'™ OXV ; ben^y ' ldene, - 6 - nU ° r °• 1 • 3 • dib ^^o- i ndo^2-one (Compo;nd 173 } 
3 7 (2.5-d,me t boxy-ben 2 y„dene,-5. tri n„o r ome t by,- 1 .3-d i hyd r o- i ndo 1 -2-ona(Compound 

(Compound 176) '^-"'^^-yndanahl^-dlhydro-indo^-ona 

3-(2 5-d l ma th oxy-ban 2 y, l dana,-5-hydroxy- 1 ,3-dmydro-,„do l -2-ona (Compound 177) 
asia, (Compound 178, ' 2 ^^'^H-'"^-^^,* acid ma.by, 

3-(9-ethyl-9H-carba2ol-3-ylmethvlene, i ^ h.k, a ■ 

3-(2-hydroxv . m ^ h I meth V ,en ^) l,3-d.hydr 0 -,ndol-2-one (Compound 179) 
3- 2 5 y l7 h 3 - me ; h ° Xy - ben2y,idene )- 1 '3-d i h y d r o- i ndo,-2-one (Compound 180) 
3 f 2 ' 5 - d,m ethoxy-ben 2 ylidene)-4 / 5-dinuoro-l / 3-dihydro-indol 2 on. ,r 
3-(3,5-dichloro-2-hydroxy-benzylidene)-l 3 dh 7 Z ' nd0, " 2 "° ne < Com P°"nd 181) 
3-(2 5 rw h . l e nzy„dene) l,3-d.hydro-.ndol-2-one (Compound 182) 

3- '2 " r Z y d6ne) ' ^-'^-^^n. (Compound 183) ' 

3- ' ~ tT T ene) ' 1 ' 3 ' dihydr °- in d °'- 2 - one (Co ~ i«) 

3 9 l t rot - ben2y,, ' dene) - 1 ' 3 - dih Vdro-indo,-2-one (Compound 185) 
3-(9-methyl-9H-carbazol-3-ylmethvlPm=, i ^ „•„ ^ ; 

3-(3-Hy dr oxy-5- trffl uo r oma t box b nTy d ^e;;^ r'" 2 ;: <C ° mP ° Und 
187, nzyi,aa n e, l,3-d,hydro-mdol-2-one (Compound 

3^1 1 Htd d T4 5 " y , ,methV ' ene) " 1 ' 3 - dihVdr °- ind0, - 2 - <) -< C -P-"^SB, 
(lH-,„do,-4.y,ma,hy l ana,-1.3-d i hyd TO - 1 „do 1 -2-ona (Compound .89, 
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3-(lH-indol-7-ylmethy!ene)-l,3-dihydro-indol-2-one (Compound 190) 
3-(l,4-dimethyl-9H-carba2ol-2-ylmethyiene)-l,3-dihydro-indol-2-one (Compound 191) 
3-(2-benzyloxy-4 / 5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 192) 
3-(2,5-dichloro-benzylidene)- l,3-dihydro-indol-2-one (Compound 193) 

3-(2,5-dimethoxy-benzylidene)-2-oxo-2,3-dihydro-lH-indole-7-carbonitri!e (Compound 
194) 

3-(2,5-dimethoxy-benzylidene)-6-methanesulfonyl-l,3-dihydro-indol-2-one (Compound 
195) 

3-(2,5-dimethoxy-benzylidene)-2-oxo-2 / 3-dihydro-lH-indole-5-carbonitrile (Compound 
196) 

3-(2,5-dimethoxy-benzylidene)-6-trifluoromethyl-l,3-dihydro-indol-2-one (Compound 
197) 

3-(2,5-dimethoxy-benzylidene)-7-fluoro-l / 3-dihydro-indol-2-one (Compound 198) 

3-(2,5-dimethoxy-benzyIidene)-2-oxo-2,3-dihydro-lH-indole-6-carbonitrile (Compound 
199) 

6-chloro-3-(2 / 5-dimethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 200) 

3-(2,5-dibromo-benzylidene)-l,3-dihydro-indol-2-one (Compound 201) 

3-(5-bromo-2-ethoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 202) 

3-(5-bromo-2-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 203) 

3-(2-fluoro-5-methoxy-benzylidene)-l,3-dihydro-indol-2-one (Compound 204) 

3-(2,5-difluoro-benzylidene)-l,3-dihydro-indol-2-one (Compound 205) 

3-(2-chloro-5-nitro-benzylidene)-l,3-dihydro-indol-2-one (Compound 206) 

3-(2,5-bis-trifluoromethyl-benzylidene)-l,3-dihydro-indol-2-one (Compound 207) 

3-(2,4-dichloro-benzylidene)-l,3-dihydro-indol-2-one (Compound 208) 

3-(2-hydroxy-5-methoxy-benzylidene)-l / 3-dihydro-indol-2-one (Compound 209) 

3-(lH-indol-6-ylmethylene)-l,3-dihydro-indol-2-one (Compound 210) 

3-(2,5-dimethoxy-benzylidene)-5-fluoro-l,3-dihydro-indol-2-one (Compound 211) 

3-[4-(quinolin-2-ylmethoxy)-benzylidene]-l,3-dihydro-indol-2-one (Compound 212) 

3-[4-(naphthalen-2-ylmethoxy)-benzylidene]-l,3-dihydro-indol-2-one (Compound 213) 

S-CS^-dichloro^^quinolin^-ylmethoxyJ-benzylidenel-l^-dihydro-indol^-one 
(Compound 214) 

2-[4-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-phenoxy]-propionic acid (Compound 
215) 

2-benzyl-3-butylamino-5-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)- 
benzenesulfonamide (Compound 216) 

2-benzyl-3-benzylamino-5-(2-oxo-l / 2-dihydro-indol-3-ylidenemethyl)- 
benzenesulfonamide (Compound 217) 
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3-[(furan-2-ylmethyl)-aminol-5-f?-nvrt i -> ^ u , • . 

y } a.mnoj :> (z oxo-l,2-dihydro-indo -3-ylidenemethvn ? ^ 
benzenesulfonamide (Compound 218) aen emethyl)- 2 -pheno X y- 

3-methy,a m ino-5-C2-oxo- 1 ,2-dihydro-indol-3-y,idene m ethy,)-2-phenoxy- 
benzenesulfonamide (Compound 219) 

^rTr 0 " 1 ,; 2 " | dihVdr0 ' lnd0, - 3 - ylide " em « h Vl)-pheno, y] -ace ti c acd (Compound 221, 

10 4 -[^ 5 -*'-o-2-oxo-l,2-d I h y dro- 1 ndo,-3- y , i dena m eth yl ).p h on vl] -p,pe razi n e , 
carbaldehy.de (Compound 223) P'Pera z ,ne-l- 

(dpoond 22s; ,nd0, - 3 - yl,de " em ^ l) -^"^-p i pe raz ,ne- 1 -ca rb a,deU 

(Compld "sT eth0Xy - ben2Wide " e, - 1 ' 3 - d ^— — ne;me th a„eso lf on,e acid 
25 57. The method or Cairn 32 where* th e compound is a compound o, 9 enera, rormuia 
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wherein R u R 2/ R 3 , R 4 , r 5/ r 6 and x are as indicated in claim 1, 

Ri", R 2 ", R 3 ", R/' and R s " are the same or different and independently selected from the 
group consisting of hydrogen, halogen, trihalomethyl, C^-alkyl, C 2 . 12 -alkenyl, C 4 . 12 - 
alkadienyl, C 5 . 12 -alkatrienyl, C 2 . 12 -alkynyl, hydroxy, carboxy, formyl, aryl, heteroaryl, 
carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, -OR 10 , - 
C(O)R 10 , -C(O)OR 10 , OC(O)R 10 , -NR 10 R U , -C(O)NR 10 R n , -NHC(O)R 10 , -SR 10 , -S(O)R 10 , - 
S(O) 2 R 10 , -S(O) 2 NR 10 R n and -S(O)OR 10 , wherein R 10 and R n are the same or different 
and independently selected from the group consisting of hydrogen, C^-alkyl, C 2 . 12 - 
alkenyl, C 4 . 12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . I2 -alkynyl, aryl, heteroaryl, carbocyclyl 
and heterocyclyl, or wherein R 10 and R u , together with the nitrogen atom to which they 
are attached form a heterocyclic or heteroaryl ring, each of C^-alkyl, C 2 . 12 -alkenyl, Q. 
12 -alkadienyl, C 6 . 12 -alkatrienyl, C 2 . 12 -alkynyl, aryl, heteroaryl, carbocyclyl and 
heterocyclyl being optionally substituted with one or more, same or different 
substituents selected from the group consisting of hydrogen, halogen, trihalomethyl, Cl . 
6 -alkyl, C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, hydroxy, carboxy, formyl, aryl, 
heteroaryl, carbocyclyl, heterocyclyl, amino, carbamoyl, cyano, guanidino, carbamido, - 
OR 12 , -C(0)R 12 , -C(0)OR 12 , -OC(0)R 12 , -NR 12 R 13 , -C(0)NR 12 R 13 , -IMHC(0)R 12 , - S R 12 , - 
S(0)R 12 , -S(0) 2 R 12 , -S(0) 2 NR 12 R 13 and -S(0)OR 12 , wherein R 12 and R 13 are the same or 
different and independently selected from the group consisting of hydrogen, C^-alkyl, 
C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 -alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl, 
or wherein R 12 and R 13 , together with the nitrogen atom to which they are attached 
form a heterocyclic or heteroaryl ring, each C, 6 -alkyl, C 2 . 6 -alkenyl, C 4 . 6 -alkadienyl, C 2 . 6 - 
alkynyl, aryl, heteroaryl, carbocyclyl and heterocyclyl substituent being optionally 
substituted with one or more, same or different substituents selected from the group 
consisting of hydrogen, hydroxy, C, 4 alkyl, C, 4 alkoxy, nitro, cyano, amino, oxo, 
halogen, trihalomethyl, C^alkylthio, C^alkylamino, C^alkoxycarbonyl, carboxy, - 
CONH 2 , S(0)NH 2 , aryl, heteroaryl, heterocyclyl or carbocyclyl, said aryl, heteroaryl, 
heterocyclyl or carbocyclyl being optionally substituted with one or more of hydrogen, 
hydroxy, C a . 4 alkyl, C^alkoxy, nitro, cyano, amino, oxo, halogen, trihalomethyl, Q. 4 ' 
alkylthio, C^alkylamino, C^alkoxycarbonyl, carboxy, -CONH 2 or -S(0)NH 2 ; and 
R 6 " is hydrogen, heterocyclyl, heteroaryl, -C(0)R 23/ -S(0) 2 R 23 , -C(0)OR 23 or Q 6 alkyl 
optionally substituted with heterocyclyl, heteroaryl or -C(0)OR 23 , wherein R 23 is 
hydrogen, C^alkyl, aryl, heteroaryl or heterocyclyl. 

58. The method of claim 57 wherein, in the compound of formula IV, R 2 , R 3 , r 4 , r 5 r 6 
and X are as indicated in claim 31, and R,", R 2 ", R 3 ", r,- and R ^ are the same ^ ' 
different and independently selected from the group consisting of with Cl 10 alkyl Cl 
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xoalkoxy, aryl, heteroaryl, aryloxy, d-xoalkylaryl, dioalkylaryloxy, halogen, 
trihalomethyl, a sugar residue, S(0)R 18 , S(0) 2 R 18 , S(0) 2 NR 18 R 19 , S(0) 3 R 18 , SR 18 , N0 2/ 
NR 18 R 19 , OR 18 , CN, CH 2 OH, C(0)R 18 , C(0)OR 18 , OC(0)R 18/ IMHC(0)R l8 , (CH 2 ) n C(0) 2 R 18 
and C(0)NR 18 R 19 , wherein R 18 is hydrogen, Chalky!, heteroaryl or aryl, said C,-« alkyl, 
heteroaryl or aryl being optionally substituted with hydroxy or NR 26 R 27 , wherein R 26 and 
R 27 are independently hydrogen or d- 6 alkyl or, together with the nitrogen atom to 
which they are attached, form a heteroaryl or heterocyclic ring, R 19 is hydrogen, d- 
6 alkyl or aryl, and n is 0-3; and R 6 " is hydrogen, C,. 6 alkyl, heteroaryl, heteroaryl-d-e 
alkyl, C(0)R 18/ C(0)OR 18 or S(0) 2 R 18 , wherein R 18 is as indicated above. 

59. The method of claim 57 wherein, in the compound of formula IV, R s " is hydrogen or 
Ci-6 alkyl. 

60. The method of claim 54 wherein, in the compound of formula IV, R 6 " is hydrogen or 
Ci- 6 alkyl. 

61. The method of claim 57 wherein, in the compound of formula IV, R s is hydrogen, 
hydroxy, C(0)R 14 or C(0)OR 14 , wherein R 14 is as defined in claim 32. 

62. The method of claim 57 wherein the compound is selected from the group 
consisting of 

3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 57) 

[3-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-indol-l-yl]-acetic acid methyl ester 
(Compound 24) 

[3-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-indol-l-yl]-acetic acid ethyl ester 
(Compound 25) 

[3-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-indol-l-yl]-acetic acid (Compound 26) 

3-[3-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-indol-l-yl]-propionic acid ethyl ester 
(Compound 27) 

3-[3-(2-oxo-l,2-dihydro-indol-3-ylidenemethyl)-indol-l-yl]-propionic acid (Compound 
28) 

3-[l-(2-chloro-thiazol-5-ylmethyl)-lH-indol-3-yimethylene]-l,3-dihydro-indol-2-one 
(Compound 29) 

3-(l-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 30) 

3-(l-propyMH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 31) 

3-(lH-indol-3-ylmethylene)-2-oxo-2,3-dihydro-indole-l-carboxylic acid te/t-butyl ester 
(Compound 40) 
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l-hydroxy-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 47) 

(l-Methyl-lH-indol-3-yl)-(2-oxo-l,2-dihydro-indol-3-ylidene)-acetic acid (Compound 
56) 

3-(2-phenyl-iH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 58) 

3-(l-methyl-2-phenyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 
59) 

3-[2-(4-chloro-phenyl)-lH-indol-3-ylmethylene]-l,3-dihydro-indol-2-one (Compound 
60) 

3-(2-naphthalen-2-y!-lH-indol-3-ylmethylene)-l < 3-dihydro-indol-2-one (Compound 61) 
5-chloro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 62) 
3-(5-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 63) 
5,7-difluoro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 64) 

5- bromo-3-(lH-indol-3-ylmethylene)-l > 3-dihydro-indol-2-one (Compound 65) 

6- fluoro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 66) 

6- bromo-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 67) 

5-hydroxy-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 68) 

3-(4,5 ( 6,7-tetrafluoro-lH-indol-3-ylmethylene)-l / 3-dihydro-indol-2-one (Compound 
69) 

3-(6-fluoro-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 70) 

3-[2-(4-chloro-phenyi)-5-nitro-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one 
(Compound 71) 

7- bromo-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 72) 

3-(6-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 73) 

3-(7-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 74) 

3-(2-methyl-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 75) 

3-(5-fluoro-l-methyl-lH-indol-3-ylmethylene)-l ; 3-dihydro-indol-2-one (Compound 76) 

3-(5-fluoro-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 77) 

3-(5-methoxy-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 78) 

3-(5-benzyloxy-lH-indol-3-ylmethyle n e)-l,3-dihydro-indol-2-one (Compound 79) 

3-(6-methoxy-lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 80) 

3-(5-methoxy-l-methyl-lH-indol-3-ylmethylene)-l / 3-dihydro-indol-2-one (Compound 
81) 

3-(6-methoxy-l-methyl-lH-indol-3-ylmethylene)-l / 3-dihydro-indol-2-one (Compound 
82) 

3-(4-benzyloxy-lH-indol-3-ylmethylene)-l / 3-dihydro-indol-2-one (Compound 83) 
3-(lH-indol-3-ylmethylene)-2-oxo-2 > 3-dihydro-lH-indol-6-carbonitrile (Compound 84) 
3-(lH-indol-3-ylmethylene)-2-oxo-2,3-dihydro-lH-indol-7-carbonitrile (Compound 85) 
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3-(lH-indol-3-ylmethylene)-2-oxo-2,3-dihydro-lH-indol-5-carbonitrile (Compound 86) 

7-fluoro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 87) 

3-(lH-indol-3-ylmethylene)-6-trifluoromethyl-l,3-dihydro-indol-2-one (Compound 88) 

3-(lH-indol-3-ylmethylene)-6-methanesulfonyl-l,3-dihydro-indol-2-one (Compound 
5 89) 

3-(lH-indol-3-ylmethylene)-5-trifluoromethyl-l,3-dihydro-indol-2-one (Compound 90) 
3-(lH-indol-3-ylmethylene)-5 / 6-dimethoxy-l,3-dihydro-indol-2-one (Compound 91) 
4,5-difluoro-3-(lH-indol-3-ylmethylene)-l / 3-dihydro-indol-2-one (Compound 92) 
3-(lH-indol-3-ylmethy!ene)-5-methoxy-l,3-dihydro-indol-2-one (Compound 92A) 
0 6-chloro-3-(lH-indol-3-ylmethylene)-l,3-dihydro-indol-2-one (Compound 93) and 

3-[l-Methyl-2-(4-methyl-piperazin-l-yl)-lH-indol-3-ylmethylene]-l,3-dihydro-indol-2- 
one (Compound 94) 



